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ft H ^ 45 m urn 



^WM-l, 3--fflflf4«IS!t^JI5^±)fcWWffi*W»^. ^ + , R'> R 2 > 

R 3 & R 4 oJ^ffi^tiiPTW^IWl^ ^ H, N0 2 , CN, pJWft^J&S^ "Tfe 

|ft^ll> I&ftS-S(O)n 10I -(n 101 ^0~2 TP^ H-S(O)n l01 -, 

?fm, ^h, a*. Rrft^wsaEsERTtt^wisLS, x'sKx^^ffiiRUfcnr 

RTS&ftM&If, z 1 , Z 2 > Z 3 &Z 4 ;*J CgicN, {I \)X ] RX 2 % SsKOBtf, ttJk 
WR^R^M-^alcM^^S. 2)Z\ Z 2 ^ Z 3 £Z 4 +[ft 1~4 -t^j Nttf, *t 
ISWR 1 , R 2 > R 3 £/s5U 4 *#£o 

^Ph^^^S, Me^¥S, Et^^Z^S, tBu^^^TSo 
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5, tofc*J3MU#r&ttP l 3-i, 3--Sfii4«f3R^*J^±jftWWa. 
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u m s * # nvm 



6, intiLmm#4&5ffi&ttom-i. 3-r.mffi£W&mm^±ftim& 
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1/5135 



E, $P {S 14 II (Gonadotropin Releasing Hormone, WTftl^F GnRH) „ 

GnRH -fe^i£^#^#ift^S(Luteinizing Hormone Releasing Hormone, LHRH), 

$ GnRH ^w)mmwm^mmnw±^M(uym lh), MmfWTi« 

FS^eJlSltJft^WttiRStW^ffiC**^^* 46,46-57(1998))o GnRH g# 
#]'#im«#tt^»J. fi^ieiB^ GnRH tfjft^ £ftJTfcLH, FSK&R 



^jL WGnRH g#^^J3MlM^ B&WGnRH^MfiW* *f 
#l«fi:£tl(WO 95/28405)^c 



135348, 631177, 368327, 332004, fflB*&?F&$ WO 94/01415, HH^^J 4062686, 
4119466, Collect, Czech. Chem, Commun (1971), 36(1), 150-63, Zh, Nauch, Prikl, 



57(1998)), 
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% m ® 112/5131 



Fotogr, Kinematogr, (1971), 16(4), 282-8, Collect, Czech, Chem, Commun(1978), 
43(3), 739-45, Collect, Czech, Chem, Commun(1979), 44(5), 1540-51, UR Collect, 
Czech, Chem, Commun (1973), 38(12), 3616-22), U^M^i^^M-B^h tfjftffl , 
GnRH SflcfeSt^ffl - 

7 2-(l,3--fi-2H-$#«-2-M)-l, 3--%mn-U 3--Stj^tlo * 

^0J#3S-^««^-^51^J^J7^lt^tl, ^31^(1)^6*1^-1, 3-- 
IP, «^#MiI^(i) 



3--S^^tl^^^JH^±^^Wa^^^^WEHffl^tl, ft 
t, R'> R 2 > R 3 &R 4 TOffll*]MWl3], ^H, N0 2 > CN> Ittft 

mzm, n^mx®^, Rra&ftM&s. "bim^^wms 

-0-, RTMlftftJ$g, ^^S-S(O)n 101 -(n I01 ^^0~2 p^Sif, T!^ H 

-s(o)n 101 -, nrs^a«ifi«¥Bfe*. 

aiigR 1 , r 2 > R 3 RR*Mmm^mm^~&Bm%mj&mm, r 5 rr 6 

J^^S^Mftlft^, Z>, Z 2 , Z 3 &Z 4 ;*jC<£N, {S 1) X 1 £ X 2 3j S 

gScOBt, jtfMR^R^W-iiitWS, 2)ZK z\ z 3 &z 4 + itti~4 
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% m Jg3/51M 
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01812318.X 



S(I).4'»X 1 SX l illt>»jNfl!lS-l, 3--Sm»^K$iJI?^±Ai^W4k= & 
$j£RU R 2 > R 3 ^cR 4 ^H, RTft^Wa^RTtt^WISSWM-l. 3-- 

&±;9tf*W&S. S^^i C 2 . I0 *6S» ^ttWZ.&S* M^S* IRS^ JIMffiS 

"£?£FS" ^ l~4tI^N< SfP O M&JRTW 5~6 7G#-3Ef IE— SFtfifll 

-uS^S. »S> H^^^B^S, "fUCT^ 

(ftiM^ ntfr**. «S> nttB^ MS, 

3,4-3E¥-ft*S. 3,4-3E^-«**^ ^Mi^ 5£#»^ 

pT^iJ^hco-, c M ,feS-co-, WS-co-, 

CO-> *^S-MS-CO-> *ifS-*fc«-CO-, C,. 15 ££-CS-* 

cs-, &sFS-^g-sc-> ^^s-MS-cs-^^^S-^S-cs-c tit 
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m # ^5/5115 



-¥S-4-^-2-^tt,»«-5-3ES^, 

"3^s-c M0 «s" ^nmmmwm^o 
mx&. 

a£: OH, N0 2 , COOH, C 6 ., 4 5fS, ^ifS, R 10I 3 SiO-,$. / M R 101 - 

T 101 -, R 101 : (1)H, (2)C 3 . 8 3«£, (3)&ftm, (4)M[OH,N0 2 ,COOH, 

C M0 ^S-CO-, C,. 10 ^S-O-, C,. 10 ^-O-CO^ / i£(R ,02 )n 102 C 6 ., 4 7?S] 
W^C M0 ^I, R 102 : H, N0 2 , OH, COOH, C,- l0 ^g-O-SK C M0 4w 

S-0-CO-, n 102 : 1~5M$C, (5) OH, CN, N0 2 , I C,-, 0 &£- 

CONR 103 -^^^C 6 - 14 ^S, R 103 : ^R !0l ffl|s)^^l5], (a)H, (b)C 3 - 8 TOS, 
(c)j£JfS, (d)RT?£COOH, C,- 10 ^-O-CO-, (R ,04 )n 102 -C 6 - 14 7?S<£ 
(R WA )n l02 -&^mmm C,- 10 j£S, R 104 : H, OH, ^fmC.-^^-O-gcCe) 
nJM OH, CN, N0 2 , C-.o^-CONR 105 -^^^ C 5 - 14 ^S, R 105 : (a)H, 

(b)C 3 - 8 SF^g, (c)^5fS, (d)BJl^COOH, C.-.o^S-O-CO-, C 6 - 14 5?S<£ 
C,- 10 j&g, ^(e)PXM OH, CN, N0 2 m&MmXtf] C 6 - 14 7?S, T 101 : 
-0-, -CO-, -CO-0-, -0-CO-, -NR ,03 -CO-^-NR 103 -, TIUo 

b*I: (1)H, (2)C 3 - 8 i^S, (S^MC.-.o^S-O-^^W C 6 - 14 ^S, (4) 
&£FS, (5)pT?£[OH,N0 2) R ,0, R ,03 N, C,- 10 ^*-O-, BfeSsK 

(^V-CrM^SlWWC,-,,^, R 106 : H, COOH, N0 2 , R 101 R 103 N, Wt 
S-NR^'-gcC^^'^S-O-CO-, Tl^lo 

c*l: (l^MC-.o^S, ^C,-,o^C 6 - : ^I-C rio M^W* 
(2)nJ«TOa^R 10, R ,03 N^^C 6 - 14 ^S, (3)PjtR ,07 WWC,- 10 ^ 

R 107 : (a)C 3 - 8 Jf^S, (b)C 3 - 8 Jf'J#S, (c)R 108 -O-, R 108 : (i)WfeC 6 - u 7? 
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% ® =fS 316/5131 



£. ^IiR 10, R ,OJ NMMC 1 - 10 ^S, ^(ii)nI^C 6 - !4 ^*^R ,0, R ,03 NlS^ 
W^S, (d)nTMN0 2 ^ft^jmS. (e)(R ,09 )n 102 -C 6 - 14 ^S, R 109 : (i)H, (ii)OH, 
(iii)CN, (iv)N0 2 , (v)COOH, (vi)«, (vii)fttt(=0), (Viii)R 101 R 103 N, (ix)RT 
tR'^W^C.-^l, R 110 : H. OH, COOH, p&ft, C 6 - 14 ^*, RTfe[C 1 . 10 

j^s, mftmmtt(.=s)Wttto&itftm, c,- 10 ^s-o-, c,_ 10 ^s-o-co 

-s&Hfeg-o-, (x)ll-o-, (xi)pl®.MMmttf} c 6 -„%m, (xii)pJMIt, 

C 1 - 1 o^SsE^C 1 - 10 ^MW^JfSX/SSt(xiii)R" , -T , ° 2 -, R 1 ": (i)H, 
(ii)C 3 . 8 5^S, (iii)R 101 R 103 N, (iv)PlM^*, C,- 10 ^ai, iSft C,- 10 &«6 C 6 
- 14 iIWtKlC 6 - 14 ^i, <£(v)nl«|», COOH, C,- 10 ^S-O-, R ,01 R 103 N, 

c 6 - 14 3fS, c-.o^-o-co-sKSfeS-o-MKc.-.o 

T 102 : -0-, -CO-, — NR 101 — , -0-CO-, -CONR 101 -, - 
NR 10I NR ,0, CO-, -O-CONR 101 -, -S(O)n 101 -^-S(O)n 10I NR 101 -^ / M 
R" ,b NC(NR 1,,b )NR 101 -, R 1Ilb : H M C,- I0 ffi£-O-CO- , (f) (R n2 )n 102 -£3* 
£, R 112 : ftft. ftifctf^R 102 *ll5]lttSIS> (g)C,- 10 ^S-O-CO-, (4)pJ 
*Ufc£|, C,- 10 ^*, C-.o^S-O-^C.-^^S-O-CO-NR 101 -^ 
^W^*-C I - 10 3E^S, (5)pI^R ,i3 ^^ES, R 113 : OH, COOH, CN, 
N0 2 , C 6 - 14 ^S, &33Fg£, R 10! R I03 N, C.-^j&S, S*C,- 10 ^*. C,- I0 

%tm-0-, C,-,o^S-0-CO-, C,-,o^S-0-C 6 -, 4 5fS» BfcS. C,- 10 & 
S-0-CO-, C,- 10 ^S-C 6 - I4 ^S, MS-NR' 01 -, KS-NR 10, -C 6 - 14 ^ 
S^C.-^^S-C.-H^S-SO^NR 101 -, (6)R 10, R I03 NCO, (7)R 114 -S(O)n 101 
-, R 114 : (a)H, (b)pJlfeOH, N0 2 , ££, R 10 'R ,03 N, C,- 10 £S*-O-, 
NR ,01 -§EC 6 - M 5f*^WC,- 10 ^S, (c)RT^OH, N0 2 , 5£, R ,01 R ,03 N, C, 
-.o'J&S- ffftC.-.o&S. C,- 10 ^S-O-, aS-NR 10, -S£C 6 - 14 ^«ftW 
C 6 - I4 7?S, (d)nT^OH, N0 2 , «, R 101 R ,03 N, C,- 10 ^S> fStt C.-.o^*. 
C.-.o^S-O-, Bfe*-NR ,0, -^C 6 - I4 5fS^W^S, «Jc(e)R 10, R 103 N&/ 

^(8)r ,i5 -t 103 -, r 115 : wpi&m^mmm c,- 10 ^*» (b)pr^^^sm r ioi r io3 n 

|{^C 6 -,J1I(c)^I, T 103 : -CO-NR 101 -, -NR 101 -CO-, — NR 101 

-cs-, -o-co-co-, -o-co-^-co-co, Tls]o 

d&: (1)CN, (2)N0 2 , (3)**, (4)OH, (5)COOH, (6)RT«[OH, & 
SfS, nttk&MWLim C 6 - 14 ^S, R ,01 R 103 N, R ,OI -CO-, R ,0, -T 10, -CO-^ 
R'oi-T'o'-^^C-.o^a-T 104 -, T 104 : 1, -0-, -CO-0-, -0- 
CO-, (7)WSR" 3 litWi. (8)nT^R ,I3 lSl«^«-0-, (9)R ,,6 R U7 N, 
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% SB ^ 117/51 Jl 



H 0 ki %^~H 




R > u A 



'j X 2 

R R 




? R 5 

Rl i 1 0 

R / i e 0 

R R 




z^m, wm, m~m, mm, m?jm, z>m®. ^mm, w 
^m, nmm, wmm* zmm, M^rnm, ^mm^mmmmm^ 



ii 
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% m =fS 118/5131 



Mo 

ProgMed,5,2157-2161(1985)S. ( glSfi, ift JF£» 7 #(r JH , 1990 
Sit 163-198 ^iBSSMSffl. 

S £ S > & S S ^ , £ if ] #J ^ S RT J!l 3* Greene X Wuts £ (ft « Protective Groups 
in Organic Synthesis^ 3 M))) t^fiB^W^^S. TO$g&&£#ii^&&#te 

*^WW3fe^Ji^ftJtti^«lW*^, m$g±^i^(Collect, Czech, Chem. 
Commun(1971), 36(1), 150-163 l§)~P$nZ&MW& . 

DMF: N,N--¥a¥@5tS; DMSO: THF: M^*; Tol: ¥ 

EtOAc: MZJ£; DCE: l,2-ZlftZ,&; TEA: Diglyme: 

tt&lk^&Mmm&ft^Tol m^mUmmM, Diglyme, THF, 1,4 
ftj, TEA, «, H?SPltP$, 2,6--EpSntfcBe^^'l4»J^o 3»»J 

&m&}mwt(v), ^ip*(i^ii)fij3t*^Bjtt l ^t/o 
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{fc£*&(iii). 




% 2 mm 

tt;£$i(X)i3j^£-ti(xi)&&. 

ft^tl(IX)-%-^ib^ft KF/Al 2 0 3 ^^M#^^m«^ TEA # 
*WESft^-tf(XI)ft Z,H^ DMSO ^*t£&'lf ttft&ftj* . ^^SiP&IU 
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ife ® miO/5151 




ii), Si$i^^tl(XIV)^m«ft^tl(XV)affEtt,SiS(I0iii)o Iff i £10 



(tfifcOl) 



<-' em) 



«UI) 



(id 



(XV) 



oc:>- 



(in) 




(XVI) 



Jg4$lJS(&H£$) 

^aSJ^&iS^^^^W^'&ffltf (Comprehensive Organic Synthesis 8 
Reduction (Pergamen Press)(1991)), t$f (l)f IIS^TsEfiif Mi 

^Jt,^^M^MiPMTfI^J^^(2)^ZLM^IkM#m#ST^fflFe^SnCl 2 

^(xix)£j&g|ft-£tf(xx)#]R/£o 
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|IJ, 3g^O~5Mfr, m3^0~4fl<)il, ml+m2 + m3^1, Tf^° 



% 5 

*MlS^4^¥$fiK#^W#ST^^#4TtPZ,il, thf^ToI^ 

^t)(XVIII)^3Efl5tt,^t!(XXIII)4^^I$^^t)(XXII)Kl^m o 




j^, R 9 : R ,0 -T'-, R 10 : H, R 10 \ * , R e , R f : PlLUffilWl^^iW], M 
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ift m $ 3S12/513T 



5 >N£g C,- 10 ^S-CONH-, C,-, 0 ^S. C,- 10 ^S-O-^RrM±ai b M 

S-3-(3'--MSSi^)fc3£Jgr, l, l'-3KSzi*S^WS, nK$/B 

tt&^£&ttffi£«j5flJBcft£<»&J&. i£&&Jl3t£ THF, DMF, -U^fa, 
#P^*l«#«ET, ; f5^4PT(a»*-15-0'C)^SSfiTS)4ftlfiTfflfi : tS!». 




STHF, l^S, DMF, Zjf, zHf^, ¥B?I&DMSO^£MtMMJ 

xmmm m^um tea 

tt£-$l(XXX)lttJKfl:fiJSZ. L2 fft^S^^KXXXIV) 
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% ® 45 H13/51M 




OCXX) 



5$*, L2: ±mLl l£SSS(N = N-), L3: U(Cl)flK^(Br), nl|0 n3: TOffi 
3^0-1 ftjgjgfc, n2: 0~4 WfijR. fS ml+m2+nl+n2+n3^ l(TI^). 




(OH)., 



(XXXI 1 1) 



<°H)„ 2 



(XXXIV) 









£!>-(o R ,z ) ra2 




(XXXV) 




(XXXI) (XXXI)) 



n 9 mm 
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% m 4? H514/51M 



Advanced Organic Chemistry (John Wiley & Sons( 1992))^ ft g§ SB ft » * 
®**J8cft-£&. mn&mRMm%L&$V<MR&(i. March =£, Advanced 

Organic Chemistry (John Wiley & Sons(1992)) RT#^ttfKKIIHfc'£4ft . 

iSMffllf = $-»ft^«i£M£&(Fieser and Fieser's Reagent for 
Organi c Synthesis vol . 8 ( Wiley)p.96)"£ f& ofcMft^tJ^MSlftWSWo 
&&&M±& (Protective Groups in Organic Synthesis(H 3 )£)) 

«^*JR{fc^4»(xxxvii)g!tiiSlRtti^i»(xxxvni)6«i&jai, sRKft£-*Kxxxvi) 

■5 $ - 3E J® ft £ ® (XXXIX) £ /£ M ft 1=T ^ (XXXXI) W & IS o 




otmi) 



H lOf&Jfe 

^ftftSiSffl^^P W^^Jifi 1 (J.March £ , Advanced Organic Chemistry 
(John Wiley & Sons (1 992)) . tm&&^&WtiiWL%tt^rt&mfe&to&M* : f- 
f0]^a^¥M(mcpba)> amftM^a^^HM*^(TPAP)^*ft?fiJ#^TaiTo 

*M$^^©^ft#3(XXXXII)^flft^J4^5i®feft^tl(XXXXIII)^S^. 

SSSft^«£$o 
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% ® =P mi5/51J5 




°o^V — v-- x v 




0XXX1I) 



OCXXXI 1 1) 



a 



CHO ^ 
+ HjC Hot) 





R 1 



* -i-* ' 



R--^,t-Z. 
R 



.NO, 



R* 



^(J.March ^ , Advanced Organic Chemistry (John Wiley & Sons (1992)), 
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% m 4$ JI16/5131 




;H=CHr" 



4 

zi^H^s@B^^tiMis= ^m^in&mmmmitm, ^w^^-nmmm 

Dean-stark #zK*fl!&J&#a*J&# . 

r' ? ' 

T + He-4-O— CI-IO^S — - ft, T >— Me 
R 4 R 4 



(Angew. Chem. Int. Ed.,37,3388( 1998)) = fo&M.1tf-&MH$<M*%¥? 




B (OH), + 



Halo 




// 



•NO, 




mm e 

^ifc^SiS. glft.'&it&'&ig N-^|«!fl9Bt3ElBc^ tBuoBr, AcoBr^c Mflj 
gpT£nAf$a-#Tffi(AIBN)#MS3l 
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ift m V S17/513E 





Rex: *M$#J; EX: gjfifcl; Str: £$5£; Dat: Mft^M; FA: FAB- 
MS(M+H) + ; MS: Mif WiE; FN: FAB-MS(M-H)"; EI: EI-MS; Nl : NMR(DMS0-d 6> 
TMS rt^)WWffi*»8ppni; N2: NMR(CDC1 3 , TMS rt#)&tl# : fiE |1 #5ppm; ph: 
3£S; Me: EPS; diMe: ~¥S; Et: Pr: pjg; ipr: iBu: & 

TS; Pen: $S; cPr: Ac: Zigyfi; CI: SSt; diCl: -M; CN: ftS; 

F: diF: ^E; triF: HfH; N0 2 : ffiS; MeO: ¥ftS; diMeO: -¥«; 
Br: ft; diBr: CF 3 : Zlfl; AcO: iffiftS; MeOCO: EfMS; 

Boc: ftTIII; NH 2 : MS; PhCONH: ;£¥8fejgcg; EtCONH: 
S; Et 2 N: TBS: STl-EPi^S^l; biPh: « ; Naph: It 

Thiop: !*!#; Fu: t^Pfi; Py: Ptfclg; IM: M; Pyrazi: Btt^; Pipe: 96 B£; Pyrazo 
ntt^s Pyrim: Bgl^i Pyrr: tt; Pyrroli: RltH&j&; Mo: n^Btt; Isoquim 
Isoind: JI^IM; Thiaz: M; Tr: TEA: HZlflS; NMO: N-¥ 

S«ftM; TPAP: &%mmmm®i Sa: MS; HCh MS; Oxah ^ 
®£fcs MS4A: #Tf$4A„ 
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% m V mi8/513S 



2 H 0 /^v^ 

tea" D J R 

#INo R R 



^5 No 


R* 


R 3 


B 


$ No 




R 3 


B 


1a 


H 


Py-3-ylCHjNHCH, 


Ph 


7a 


Py-3-ylCH,NHCH 5 


MeO 


Ph 


2a 


H 


MeOCOCH, 


Ph 


8a 


H 


Py-3-y!CH ? NH 


3-H,N-Ph 


3a 


H 


Py-3-ylCHjNHCH, 


Ph 


9a 


H 


Py-3-ylCH 5 NH 


Py-3-yl 


4a 


H 


Me 2 NG0CH f 


Ph 


10a 


H 


4-OjN-PhCONH 


3-H,N-Ph 


5a 


H 


4-AcNH-PhCH,NH 


Ph 


11a 


H 


Me[MeO(CH 2 ),]NCH s 


Ph 


6a 


H 


MeCH (Ph) NH 


Ph 


12a 


MeO 


Py-3-ylCHjNHCH, 


Ph 




1fc© 


R* 


R 3 


A 


B 


13a 


1,3-Thiaz-5-y»CHjNH 


H 


3, 5-diF-Ph 


3-Me-Ph 


14a 


OjN 


G( 


3,5-diF-Ph 


3-He-Ph 


15a 


H 


F 


Ph 


4-cPrNH-Ph 


16a 


MeO 


MeO 


3-HOOC-Ph 


Ph 


17a 


H 


H 


3, 5-diF,C-Ph 


3-H,N-Ph 


18a 


4-F-PhCONH 


H 


Ph 


Ph 


19a 


4-F-PhCONH 


n 


Ph 


3,5-diF-Ph 


20a 


H 


H 


4-F-Ph 


4-F-Ph 




$3 No 


A 


B 


No 


A 


B 


21a 


4-CI-Pb 


4-CI-Ph 


31a 


3-MeO-Ph 


3-MeO-Ph 


22a 


4-CN-Ph 


4-CN-Ph 


32a 


3-Br-Ph 


3-Br-Ph 


23a 


4-Me-Ph 


4-Me-Ph 


33a 


3-Me-Ph 


3-Me-Ph 


24a 


4-OjN-Ph 


4-0 2 N-Ph 


34a 


3-Et-Ph 


3-Et-Ph 


25a 


4-MeOCO-Ph 


4-MeOCO-Ph 


35a 


Ph 


3-F-Ph 


26a 


2-Ct-Ph 


2-C(-Ph 


36a 


3-HjN-Ph 


S-HjN-Ph 


27a 


3-Cl-Ph 


3-Cl-Ph 


37a 


3-(Py-3-ylCH 2 C0NB>Ph 


3,5-diF-Ph 


28a 


4-GI-CH 2 -Ph 


4-CI-CHrPh 


38a 


4-(Mo-4-ylCH 2 )Ph 


4-(Mo-4-ytCHj)Ph 


29a 


2-F-Ph 


2-F-Ph 


39a 


3-OH-Ph 


3-OH-Ph 


30a 


4-MeO-Ph 


4-MeO-Ph 


40a 


3, 5-diF-Ph 


Py-3-ylCH 2 NHPh 
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2 H \ 7=< F 



H 0 



lb a T/J no 






R< 




Py-3-ylCH,NHCH, 


81a 


4-CI-PhCH„NH 




MeOCOCH. 


82a 


2-Br-PhCH 2 NH 


4oa 




O08 


2-F-PhCH ? NH 


44a 


r y O y 1 v/rj^i*r>unj 


0*ra 


3-F-PhCH,NH 


45a 




tsna 


4-F-PhCH,,NH 


46a 


4~ACNn~r n Un^Nn 


ooa 


2-H0-PhCH,NH 


47a 




n "7 „ 

o/a 


3-H0-PhCH,NH 


48a ' 


6-CF,-Py-3-y 1 GHjNH 


Boa 




49a 


a in (Art A till fV . 1 . . f /*»U MLf 

4-tBu0C0NH-Py-3-y 1 CH 7 NH 


89 a 


T H i MeO-PhCH«NH 


50a 


2-G ! -Py-3-y t CHjNH 


90a 


2 "5-d i MeQ-PhCRJiH 


51a 


4-H,N-Py-3-y ICH,NH 


91a 


O u ( Hicu riiVJi 


52a 


6-Me-Py-2-y 1 CH,NH 


92a 


1 4-d i F-PhCH.NH 


53a ' 


3-C 1 -4-F,C-Py-2-y 1 CH P NH 


93 a 


? 4-rf i F-PhCH.NH 


54a 


4, 6-d I Me ry i y 1 CrtjNH 


y4a 


Fu-2-v 1 CHJ>IH 


55a 


5— CN-6-Meo ry £ y I UijNri 


Ho a 


5-Me-Fu-2-v 1 CH»NH 


56a 


3, 6-d i C 1 -4-0H-Py-/i-y 1 Gn^wi 


96a 


4-iBu-PhCH,NH 


57a 


Py-^-y | OHjNH 


97a 


4-Br-PhCH »NH 


58a 


Py-4-ylCH,NH 


98a 


1 3-MeO-CO-PhCHTNH 


59a 


2, 6-diCI-Py-4-y!CH,NH 


99a 


4-CM-PhCH,NH 


60a 


3. 5-d i 0H-2-Me-Py-4-y 1 CHjNH 


100a 


S-PhGH^PhCH.NH 


61a 


. Py-4-y ! -UJNn 


101a 


" 2~C!-4-F-PhCH ? NH 


62a 


" " 3-MeO-CO-PhCONH 


102a 


: 2-CI-5-H0-PhCH,NH 


63a 


4-(iPrNHC0>PhCH,NH 


103a 


3-CI-4-Me0-PhCH ? NH 


64a 


1-Me-IM-4-ylCH,NH 


104a 


S-Gl-e-O.N-PhCHjNH 


65a 


Py-2-ylGH,NH 


105a 


4-CI-5-0^1-PhCH,NH 


66a 


6-8t~IJ*lg# 11. 2-aJPy-3-ylCH,NH 


106a 


2, 3-diH0-PhCH ? NH 


67a 


3-Cl-PhCH,NH 


107a 


2.4-diH0-PhCH ? NH 


66a 


3-Br-PhCH„NH 


108a 


4, 5-diH0-PhCH ? NH 


69a 


4-CI-PhCH 5 NH 


109a 


3-H0-4-MeO-PhCH,NH 


70a 


Naph-1-yl-CH^JH 


110a 


3-H0-5-04<-PhCH^H 


71a 


2-Me-PhCH,NH 


111a 


3-H0-4-0,N-PhCH ? NH 


72a 


3-Me-PhGH^H 


112a 


2-HO-6-MeO-PhCH,NH 


73a 
74a 
75a 
76a 


4-iPr-HhOH,NH 
4-Et-PhGH,NH 
2-MeO-PhCH,NH 
4-MeO-Naph-1 -y i -CH ? NH 


113a 
114a 
115a 
116a 


4-MeO-PhCH,NH 
2-EtO-PhCH ? NH 
4-EtO-PhCH,NH 
4-MeO-Naph-1 -y I -CH ? NH 


77a 
78a 
79a 
80a 


4-MeO-3, 6-d i Me-PhCH,NH 
3.-5-di8r-6-H0-PhCH,NH 

2- CF-PhCH ? NH 

3- C!-PhCH,NH 


185a 
186a 
187a 


5- Me-lM-4-ylGH ? NH 

IM-2-ylCH,NH 

6- Me-Pv-2-VlCH,NH 
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§6 

7 H 0 




$3 NO 


R 2 


B 


1 l> a VJl 
No 


R 2 


B 


H /a 


n 


in I tu t y i 


151a 


H 


5-MeO-Py-3-yi 


lioa 


Lj 

n 


p, ,— 9— v 1 




H 


2-H,N-Thiaz-4-yl 


1 1 9a 


M 

n 


0 rnNnOUrn 


j ooa 


H 


1-(4-F-PhCH,) !M~4-yI 


1 on*. 


n 




154a 


H 


2-Me-Thiaz-4-yl 


i c I a 




Ui u U 1 1 III 


155a 


H 


5-Me-Py-3-y! 




0,N 


2-Me-Ph 


156a 


Pv-3-vlCH^H 


3-H,NPh 


123a 


0,N 


3-F,C-0-Ph 


157a 


..X ft 


6-F,C-Py-3-yl 


124a 


0,N 


3-CI-Ph 


158a 


Pv-3-vlCH ? NH 


Py-3-y l 


125a 


0 ? N 


3, 4-diMe-Ph 


159a 


H 


1-Me- Rtfcn& -3-yl 


126a 


0 ? N 


4-Me0-Ph 


160a 


~ ~ H 


1,2,3- -5-yi 


127a 


0 ? N 


2-Gl-Ph 


161a 


4-N0,-PhC0NH 


3-Hi,N-Ph 


128a 


0 ? N 


• 2. 5-diF-Ph 


162a 


H 




129a 


0,N 


2-F s C-Ph 


163a 


H 


1 -Me- ^.-n- i a o yi 


130a 


0,N 


3, 5-diMe-Ph 


164a 


Py— S~ y I UUNH 


^-Me-Ph 


131a 


0,N 


2-F-Ph 


165a 


J-o 1 -rnoU^wn 


3-Me-Ph 


132a 


0 7 N 


3, 5-d i MeO-Pn 


looa 




3. 5-diF-Ph 


133a 


0 ? N 


5-Br-Py-3-yl 


167a 


4-AcNH-PhCH,NH 


2-Me-Ph 


134a 


0 7 N 


3-Br-Ph 


168a 


4-AcNH-PhCH ? NH 


4-F,C-U-rh 


135a 


0 2 N 


3-Me-Ph 


169a 


4-AcNH-PhCH ? NH 


3-F a 0-0 Ph 


136a 


H ? N 


3-F-Ph 


170a 


4-AcNH-PhCH 2 NH 


3-F,OPh 


137a 


H,N 


4-Me-Ph 


171a 


4-AcNH-PhCH 2 NH 


4-Cl-Ph 


138a 


HjN 


4-F 3 G-0-Ph 


172a 


4-AcNH-PhCH 2 NH 


3,4-diMe-Ph 


139a 


H ? N 


2-F 3 C-0-Ph 


173a 


4-AcNH-PhCH 2 NH 


H 4-MeO-Ph 


140a 


H 2 N 


4-C!-Ph 


174a 


4-AoNH-PhCH 2 NH 


3,5-diMe0-Ph 


141a 


H 2 N 


3-CI-Ph 


175a 


4-AcNH-PhCH2NH 


r 4-F,C-Ph 


142a 


H,N 


3,4-diMe-Ph 


176a 


3-GI-PhCHjNH 


4-F-Ph 


143a 


HjN 


4-Me0-Ph 


177a 


4-H0-PhCH 8 NH 


4-F-Ph 


144a 


H 2 N 


2-CI-Ph 


178a 


3-CN-PhCH 2 NH 


2-Me0-Ph 


145a 


H ? N 


2-F a C-Ph 


179a 


3-CI-PhCH 2 NH 


2-MeO-Ph 


H6a 


Hj.N 


2-F-Ph 


180a 


4-H00C-PhGH 2 NH 


2-MeC-Ph 


147a 


H Z N 


3, 5-diMeO-Ph 


181a 


4-H0-PhCH 2 NH 
2-CI-PhCHjNH 


3-Me-Ph 
3-Me-Ph 


148a 
149a 
150a 


H ? N 
H 2 N 
H 


4-F a C-Ph 
3-Br-Ph 
5-Me-Py-3-yl 


182a 
183a 
184a 


3- Br-PhCH 2 NH 

4- CI-PhCiyW 


Ph 
Ph 
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mi 



2 H 
H 



No. 




B 


188a 


H 

n 


3— IMe F MeO (CH,) ,1 N} Ph 


189a 


M 

1 1 


2-H,N-CH,-Ph 


190a 


n 


2- (1 -H00C-EtNH) Ph 


191a 


Li 

n 


3-H00C-Ph 


192a 


r 1 pe ( y 1 


Ph 


193a 


u 

n 


4-H„NC0-IM-1-vl 


194a 


rnNnl»U""d i Me~"u 


Ph 


195a 


o ~uN ~r nNn UUUI? 


Ph 


196a 


Py-4— y | Gn->0u0Un ? 


Ph 


197a 


n 


o n?ii J r ru 


198a 


3-F-PhCH,NHCH ? 


Ph 
ill 


199a 


r 


4— rPi — NH— Ph 
t err iin ni 




Py-4-y 1 CONH 


Ph 


201a 


3-MeOC0PhCH.,C0 


Ph 


202a 


6-F,C-Py-3-ylCH,NH 


" 3,5-diF-Ph 


203a 


4-t6uOCOMK-Py-3-y 1 CH,NH 


3,5-diF-Ph 


204a 


2-C|-Py~3-yiCH,NH 


3,5-diF-Ph 


205a 


4-H,N-Py-3-y!GH:,NH 


3,5-diF-Ph 


206a 


6-Me-Py-2-ylCH,NH 


3. 5-d iF-Ph 


207a 


3-Cl-4-F 1 G-Py-2-ylCH ? NH 


3,5-diF-Ph 


208a 


4,6-diMe-Py-2-ylCH ? NH 


3. 5-d iF-Ph 


209a 


5-CN-6-MeS-Py-2-y 1 CH,NH 


3, 5-d iF-Ph 


210a 


3. 6-diCI-4-0H-Py-2-ylCH^H 


3,5-diF-Ph 


211a 


Py-2-y I CHjNH 


3,5-diF-Ph 


212a 


Py-4-y!GH,NH 


3, 5-d iF-Ph 


213a 


2. 6-diCl-Py-4-ylCH,NH 


3. 5-d iF-Ph 


214a 


3. 5-d i 0H-2-Me-Py-4-y 1 CH ? NH 


3, 5-d iF-Ph 





Str 


tyft No 


Str 


$3 No 


Str 


215a 


H <LT> M » 

o W 


217a 




219a 


H II V 


216a 


H00 \ h o r) 

H 0 


218a 




222a 


F 



aj, us*, m&mMs &*m> mpm^ m^mmu m®mmu w^mm 
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sssu wit, mmmmn* mmmm^ ^^^Rtt^s^sm^ 

^^vi^o ffl^»ffiig#te4fa^^flttt»»*JW^te^in*J, wraith 
Pffifl<)fttt££«l&ffifflE^±rtifrM?LfcN *#fi!U H»J^ 

MrT^W^^ BfrfcfcN ILiblfJ. H^lf!j($P?Lffi)^±i^ 

nmtt, &#^H£f5*^3> 0.001~100mg/kg, tgm % 0.1~30mg/kg, H 

jf* o.l~lOmg/kg, iMiJM{* l »2~4^l^ 0 flE^ftt, ^BI&Hi: 

0.0001 ~10mg/kg, S^J*#I i fr&fr&fr&m. MM® 0.001- 

lOOmg/kg, t*#0 ^^*0*%^^. 3^ MJ^fe^ 

til 51 31 S 01 
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ft m 3123/5 l?l 



###>J 1 

60%)(360mg)W^7KTHF(10ml)^^ltl;^^4 I , 
T«SiPZ»ft*(720mg)» 2-¥£«l4-4-&KZ.S8(1.20g)fl<J3E* THF(10ml)$g$, 
in Si HISS io##l>. ^Hj&y&^iPJe, JtaZ.»(imi)Si*(30mi)fi«iS'&*. WZ,® 
ZJHM = JtM7K^/5M7KM^JIo Mffi«$#ftJ. &©«SiK*ife 

it^(M^j : z,^: z,m^ih=4 : i(v/v))»j, n i-(2-w mmm-t-myi-^m 
m-u 3--s^^fe^ H B H (i.3 g , 88%)c mmmrp^m 2~io Mft-s^o 

1 1 

£#%0J 1 ;/T#^-^t)(674mg)^ DMF(8ml)»flt4 , iPAffiK#l , (1.14g), T 
gffi«#l<Mtf. ffi&jS*4'3)P-W^(283mg), ^£«I$#2<httj5, SiP 
W¥^(0.369ml), ^ifi$#1.5'M#. ^ SjS^'fiP*, W£lt£i§«. H 

(V/V): Z^£SN4: l)fjfftj, f 2-(If MIf l)-l-(2-f ll«-4-l)-3- 

$1^-1, 3--HWII6J**t*l(555mg, 64%)o WT###'J 12-23 ft ft 

#%#|J 24 

4^^$-?^ 1.34g|P3-¥S^7l- ! f 1.53gWZ.K*?lt 100ml *M ft* 

Mft^- ^ HOC 12'>&fr. 5l>*Pj5«£j£ftltfe^i!> WiSm^^H 

-7jC(10: i)8fcifc, #4-(3-¥S-4-fL^-2-a^1»*^-5-MS¥S)^¥K 
1.91g = 

25 

£ t&jpi MS - ¥ 60ml ^ in A 4-E-3-fii!S-N<i«-3-S 

K2.77 g , fiitt^ ioo°cip*^2 0 c &&jsU&M&&Mffi'&toBfey>fc&. 

mvmm, mm^mn^^m, t#44^-3-ms-N-(«-3-s¥S)* 
simi$2.5igo mm^muT^m 26 

27 

g*in{lift*ittl5t*#, ^fin3p£Tftffi#E£&. £&J5^*M«#ift 
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n w v ^24/51^ 



mm, &&&mm, ni, 4--m.m-^m-3-m^m)mnwt^2.22 g . 

#^#|J 28 

£^4-MS-34lK^lH.72g#JDMFv£$ 150ml 4 1 , $ AM^i 3 12.8g. 
M0T^O.56g£3-m¥Sf«&^&5.42g, ®BT60X:lMM% 1.5 'Mtt. & 
ffiTifc*§&J&. JqAft* 250ml lM&KzK&ifc 30ml, M£/&lft^!i> T*£ 

2-$gS-4-(Pttfg-5-S¥«S)^H$ 7.39go |H]##imT##^ 35 60 Kft 

##1?|J 29 

S^#%^j28M#^ik^ti3.68gWZ i mZ,@l-¥i?(l: \ySm 300ml 4 1 , 

inA io%€^o.3ig, $B£En#£TiP'rKE£$o iliifcl 

^^E^tg#4-(Pttig-3-s¥fi«)$-i, 2--B$3.23go mmnm&T 
30 w^-^^jo 

###|J 31 

wmm^^^ w^a^(6o%, # & t)o.26 g 

&<jDMF;tyM40ml+, gifi&# 30 $Ht. &&&?£?HPM 0°C , ^»JJP 4- 

M-34iS*?H i.04 g , ^jsSM#2/>9t, ^ffi^T&J£$^#$jf 4>An 

m&rmm&fe&immt gzjgzjg-a&(2: i(v/v))t^^^ni>J3-[2- 

(^t-a-il^D&ii]*^ o.86 g o 

32 

£(2-¥g-lH-*#«-5-g)¥g|(811mg)B\J DMF ^(lOml^inAlXTS 
~¥Stl¥^(904mg)«^(689mg), TMUMW 2 /J^o M, 

MM-, mti: ¥11=10= i(v/v))M$iJ, f 5-(HTlr i^iftf l)-2-? 

S- 1 H-5£ # I* ^ ( 1 305mg,94%) . 

33 

£^###>J 27 ffin4k-&%>} 2.2g&)Z,mm<M ioomi ^inAJKZ^HZJg 
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3.21g, MHI$fi^ 12 /Mtf. ffi1X\fo&M lml, HiP*ftlHl^2/h^, ^/SMJIH 

J9ffl&&W'£i6#$&Stt7k*$fc 10ml WJtiPzK 100ml jfefc. 
fPTMie, f#2-?S-lH-*^!*l^-5-5iM(Bttl!g-3-S?*)El$ 1.94g. 
T0^l 34^36 W-tk^. 

37 

(1) ^?STfo 2-¥^-54f^$#«(12.5g)|P TEA(38.8ml)^z:^i|- ?H 
(63m\)mii^$mi\^WiM.(n.5m\)o ^/SM^W 100°C« i ,jsftf 0 frfr 

f» 2-(l-*¥St-lH-5-5^*^^I*^-2-S)-l-^»^i#S^(29.7g, 86%). 

(2) ^(l)Mff ^^tl(29.7g)^^l#(15.8g)^|f : P¥@l(90ml)4 1 , jmBHItfE 30 

n-7ktfcmj5, Ttik, #2-(l, 3-~iL-2H-5-5gS$^l*^-2-3ES)-l-$SZ 1 -l-il 
tt$Stfi*M*£&(16.7g, 84%), IW)#^yjlT#^J 38-54 61-64 m\t 

55 

£^ 2-MS-4-Mtt-5-¥gI 10.83g ft 1 , A-rMffi&fa 250ml 4" - 7JPA4-(— 

-«iMi00ml, M^M^no^. &jffi»«3R^B. ^JSHI&^J, ft 
^ftait^iP®* 5%Sfc$&f¥zK*g$, ^JUI^Kift, 

¥*(2: 3(V/V))^^^^#PJ(4-m-5-¥@l^^-2-S)aS¥M^T@^^life 
^i, 10.73go 

#^#|J 56 

sm^^t. i^M^mm^mmm 4.364 g ^H(-«s^s)-fe 4505m g . 

ZMfa 50ml Mfc^ + jtaAHfiTUR 240mg 10ml ,^ 85°C jjp 

* 2 />Bt 10 ftl+o $#M£i&J5, jJP£BI 500ml m&tt 500ml, «W$IJ0, 
^«*§, t# 1 mt^m 5-(4'-¥«*S)-2-ffi«*K 6.5go 
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% m V ^26/51^ 



###J 57 

[6] 5-(4*-^ftS*ai)-2-«S*JR2.02gfl«iZ.S?Sf 55mi MM^M t riiPM 

^40°C» 3 'Mtf 20^^o ^MSfi^JPZ,!! 200ml, & 
Mtt5^f&*, »N-(4'-EP*l*-4-ffiail8l*-3-ai)Z,BfeJR 596mg.„ 

#if 0|J 58 

ft N-(4'-¥ft*-4-?i*^$-3-«)Z»SfeJg 500mg, £M 6ml fP$:$& 308mg 
fiff^^fT 100°C«50##J§, ?HPS£i&, fflM±«^MU «^ 

jjpA1&«IBft^»pHiIM7;5, tUMffiit&° WmMW5c7jc^M^T^ 

jS&JEftgg, # 5-(4'-¥*l*$S)-2-¥**?1 : I*^ 320mgo 
59 

T ^iSTfr 2-¥S$^(*!^-5-^M 1.0(^ 20ml$§?fotinA& 

844m g , l-il^-r^Hl^DI-lKMIk 1.21g^ 4-¥ 

1.33g. &S* : 3PSai»#18^»t. #T#?M 

Wit ft 20ml W&JIlUt6»flfc»fitti&i0u 7X^ ffi#*[*fctt*i&Jftifeifc. 

1.27g(99%). 
£»J 1 

ft 5-m-2-¥S*^f**(833mg)^^z:^-^z:?®i(4ml)^ > #P TEA(2.43ml)o 
StiiP*¥S$tm(2.0ml)^, : f ^ 100°CApM# 15##.ft*(0.1ml)iftAfil3Z$fc, 
T^J 175°CJP*M# lO^^c &J&$glUg$#iPJH. iP7jC(15ml)^#, 1SftrtfJ± 
MW^li^ml), ^^IfftBW^^, !a#¥l?i5fc^ TI' t#2-(5- 
3--iL-2H-$#M-2-3ES)-l, 3CfIM-l. 3--S^^^fefi^^i) 
(706mg, 38%)o [H]##?lJ WT&WO 2~25, 119 R 126 ffil 

£»J 26 

37 »XJ?(1)=»*¥SS 2-(l-#¥ft-lH-###l4-2 r at)-l- 

¥*Ziftg»(26.8g, 86%), &I#(2)f#2-(l, 3--ii-2H-^#f»2-3ES)-l- 
*£Z.-1-S(11.9g, 84%)o 
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(3) ^±3*(2)#ilJWft^(1.01g)#^m^l:inS3,5--|R*¥Sfc*(1.67g) 
«fl£(8.5ml)Ml^tl^, ^£i&&#3<|Mtf. ^SjSM^^'fiPTK, 

r^ffwmMiuzK, ttiBtftfjKM, tsw^a*^. tu^zK^M^ 

5--E*¥ffi 2-[l-(3, 5--m$¥a)-lH-*^I*^-2-S]-l-$SZ,MS^^^fi 
&*&tt^H(1.45g, 65%)o 

(4) ^(3)#rt#^tl(931mg)-% 3, 5-~ « ¥it(570mg)?fji^-lEri$- ¥ 
H(2.5ml), ^ 175°CM#20^#o S^M^^W^/S^^^Jn/X, 

5-rI?S)-2-(l, 3-~M-2H-$#I»-2-M)-3-$SM-l, 3-HK(603mg, 89%)c 
leJ^RT^WT^ii^J 27~39> 117s 118. 120-125, 127-166, 425, 431/2 446 



m%nm 35 J^#|ft4fc-S-$l(317mg), fttt$(lV)(30mg),££m£lB(30ml) 

#M^4N MEtt.iL-Z.^Z.Si^^S, % l-(3-&S$S)-3-(3, 

S)-2-(l, 3-Zlil-2H-?#«-2-M«)M-l, 3--I3!fc&j!fc#J^&$^(245mg, 

76%)o |WI#t#?lJWT^MfiJ 41-43, 167-203, 411, 412 R 432 . 



#£»J 43 ff#ft^tl(200mg)^|f ^ PttP$(2ml)t - «>t£PT«!» 
m(58mg)o ft^/SiS^^-ftfiJ^^. $#l'.Mtto ^SiS?i^tiP7X, U**C 

-S-2H-^^!*l^-2-M)0-««-3-$Si^m]N^*^^^fetfi^l&* 
(204mg, 88%)o IW»mT£»J 45-78, 204-237, 416-420, 430, 433, 
440-442 # 449 $tt>£$)o 

79 

J^^Jfi^J 39 mmik£m(\62mg)mMT DMF(lOml), 7JP 4-(2-SI Z,S)PtfcP£ 



£»J 40 



£»J 44 
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(348mg), WLWtWi591mg)RtiMk$K473mg), ' 7 « &&&M&yi* 

mm^^mz^m, iptc<fcftMz.B*«. itB^^^ H H H , #2-0, 3-~ii-2H- 

^^igi^-2-3£S)-i-^S-3-(3-{[(2-o«:f!$-4-SZ,S)MS]¥S}*S)ra-i, 3-ri 

aKjaw^a:fe»*(4i7mg, 51%)= mwnttTgmmso, 8is45ow^tf. 

82 

ft^JfetfiJ 30#T#4^tl(343mg)^j|?^£@|(8ml), iP ^Rft (0.4ml), ig&lsUft 

mmmi&imftm, &iMTOi2-(i ( 3--&-m-%#wm-2-$.my 

l-(3-gS*3l)-3-3|ESM-l. 3--S^Mfe^*(l25mg, 41%). 
83 

&&ifi0>J 40 #Tf#^$3(450mg)^^(30ml), ftlA 4-W @5ti**(121mg) 
3.5 <Mtf. ^I^W^JM^jaSftA?^ ¥#(25ml), W^PTM!^^ 44mg, 

mmis, rtffinnmmmm&&imfrm, nutt-^mm^mfrm i-(3, 5- 

~m^*)-2-(l,3--t[-2H-*^I*l^-2-aES)-3-{3-[(lH-I*^-4-S¥S)ES]*S} 

M-i. 3--I. 4M4**fcfi-Z.»Z,ffi**£j«3fc»lfc, f#i-(3, 5-z:m* 

S)-2-(l , 3--S-2H-* ^(*^-2-aES)-3-{3-[(lH-(*P*-4-S , 
3--KM&!ft$Mfe^*(159mg, 27%)o I^ftft&T&ifefcl 395-396 

£M$J 84 

43 Mf#tt ) ^ti(180mg)^-M¥^^(3ml)t . An A«-3-TO 
(60mg)5FnZ,e(153mg), #?£l*##T;ljq = Z.&&gl!&tt^(215mg)j5 , ^p^M 

io^stk^b. ffi^7«^^= fitiimn&fomjs, fK®%mmist&& 
mmmmm-. m®-. ¥n=3o : i(v/v))»#j. «*§«^tt#i(3mi), smm-hci- 
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Itl)*S}K-l, 3--S4b»a.C186mg, 76%). IW]#t#WT£»J 85-100, 
238—293, 410, 413-415, 421-424, 426, 428, 429, 435-437, 439 23.443- 
445 



£»J 101 

mP^m 11 J?f#ft^i»(512mg)»j» ; 3 1 Z,»(6ml), JPl, 2-$ -JBc(237mg), 
in*0^ 13 <J>Bto &&&$g$£#iP, &HR£/£#J^i&. f#2-(l, 3- 

^S-2H-$^l*^-2-MS)-l-(2-¥Sfg^-4-S)-3-$S^-l, 3-~SIWMfe^* 
(171mg, 32%), [WJ##WT£«J 102-111, %MM 397 *P 398 65^*. 

£»J 112 

(1) ffl#«J wffinik&M, *3%MW ioi # i-(5-=^«Siftig-3- 

S)-3-(3, 5-rt?i)-2-(l, 3-~S-2H-*#l*l4-2-3E£)M-l. 3d. 

(2) ^(l)^f#^'^tJ(121mg)?#« : f Z.»(6ml), iP 10%fE^(160mg), 

im(tftm\: flft: ¥®=10: 1(V/V))»$J. $8fcjft<ft WtUfr- ¥ »-B^S^ H - 

t#l-(3, 5--m*S)-2-(l, 3--fi-2H-$^l*l«*-2-3ES)-3-(5-!g*PH:lft-3-36)M. 
1, 3--SW^fe^ B B H (61mg, 62%). 

£»J 113 

#^^j20Mf^^(150ing)^anmil^T^ J F-m¥^(4ml),^ftK 
7tipT?ii)P 1.0M W = g|ftflIfl<I-«¥^*«[(1.25ml). ^ 0°C« 1 'Mtfjg'fj^ 
jSM?FS^, M#4/M)t. ^*^4PTl«3SiS^^^iP¥@$(0.5ml), 

40 Mtf, *, ^Mi. MfWm^lMzKfPtfi^'l-lkTK^^, 

JM#*f 2-(5-&g-l, 3-r£^2H-¥#l#l"*-2-3ES)-l, 3-r(3-f 1?I)S-L 3- 
-S@tf|gfe®*(39mg, 27%)o 

£«Jll4 

fS^T^l b 2-~EPS*jf : #*(0.5g)^TEA(1.21g)W--H-i|z:f i|(5ml) 
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^#fi^ H B H o m%ttz*Mz>mn%$k, t#2-o-¥g-iH-$#«-2-S)-i, 3--* 

gpg-i, 3--|i(o.8i g )o E#*SBlT£Jfcfc! 115 fiWfc-£*&. 

116 

(1) &£jfi$3ffiftifc£&(1.01g)*n N-^MMJ&(609mg)^M^M{fc$ 
(14ml), JnffljRZl#Tl«f(47mg), Jn&HlftE 1 >Mtf. £&»*P/5, «#T&lft 
£tg, T«, ff 2-(l*5-fI-l, 3--£-2H-$#B«-2-3E£)-l, 3--^-l, 
3--ffifM6&$fr^i,(1.22g, 99%), 

(2) ft(l)0rfctt^tt(4OOmg), $&W(153mg)#-£Jg(0J15mI)&$-? 
DMF(4ml)i fSfift#4.5^ilif. fijSt A zk + . !U3£ffitt&. M#W 

»«4»^*)^4PT«IJJP 4M-ft{fcfi-Z,KZ,ffl«F«[, ftfi»30^. 2*« 
tbW^fi, mflffiifei*. TiBll^i-riSti-s-fl-i, 3-~it-2H-$#^ 

P*-MS)-1. 3--$SM-l, 3--BftI&ifctt&1itfe$&;fc(203mg, 48%)o 
£ 394 

3-{2-[5-(4-7 J HII : fiIl)-l. 3-Zlfi-2H-*^l*l!*-2-3ES]-3-(3, 
5--m$S)-3-^^Mm}^SI^(123mg)^ THF ?§$[(5ml) + , Jq8t$ttt;^7kig$fc 
(0.5ml), «#24/hW. jral&M^TkM, (UZi&ZJ&JUfc. ffl^zkfl&8^i 
« 0 WmMSMffiT^^, ff#M^SI$fefeifv*(^^^: ¥H=20: 
l(V/V))*ffli!l, f#N-[4-({2-[l-(3, 5-Zl«t*¥a)-2-(3-g3i*S)-2-*^3EZ,3S]-2, 
3-~i[-lH-??fI*(#-5-SSS}¥S)*S]Z,«(98mg, 86%)o (WJ#t#^T£ii 
438 ift^tl* 

gJfcM 399 

ft^&ififll mffinfcG® 0.23g WZ.»»* 10ml #iPS-15°C, iP 90%5I 

fift^30mg^, ^l^-fifiat^ l 'Mtf. £&&S*;&q3iM#JzK*BtS*n'fc& 

¥H(50: l(V/V))ifeJM## l-(3, 5--fc#*)-2-[5-(l-|ggZ,£)-l, 3-ZlS:-2H- 
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¥^«-2-IS]-3-^IR-l, 3-~S90mgo |^## WT£«J 400 
£WJ 401 

£-^»J 132 ffimtt>&®} 0.77g #JZ,&$§& 40ml ^AHA 10%£S& 80mg, 

££tmsnT^$l#j£$#. xiiflft^JJS, Mll&M, WZ,$z,ggili& 

m, m&mmmM, n i-(3, 5--»*s)-2-(5-s*-i, 3--m-2h-*#»-2- 

3ES)-3-^SPM, 3-~S0.58go 
^Sfe^'J 402 

401 mnftG® \oom g mo-uwmnm&M& 5o mg stjz.w^ 
«4mi+, ^muxmmw ^mgmmitmmmim, ^ 8o°cm3.5/Jne#o & 

43mg 0 ftSfcjff^B 2ml t. iP^^16mg, $#/§&&£j#fagSi!i, #1- 
(3,5 -S$S)-2-[5-(BttB$-3-S¥«;S)-l,3--fi-2H-*^I5|£l^-2- 
3ES]-3~$SM-l,3-rS«ife 35mg 0 

gSfifll 403 

£-££«iJ 136M#ft^tl 0.13g 5ml iP 80%MCPBA 

0.14gjg, SiB«#2>Mtt. &fit««»Cffi3E«Katt7lC«F*flI«Katt**?a[ 

^jiffi^E®^^, mj±«»j\ ^jH^^^^ii-a^ciiKv/v)) 

^M^fftEM^- ft i-(3,5-rS?l)-3-?S-2-(5-?lf 

3-Hf[-2H-$^I*(^-2~3ES)j^-l, 3--S94mg = 
£»J 404 

#^-£«'J 239 mmt^ 145mg 3ml t»#*P,#P 80%MCPBA 

80mg/g, ^ ^«affi# 1<I^. &&*ft&;BEE&il*ft7jC^$ft$&&$W<^ 

M«i&-¥»(i00:l(v/v))i5fejK»^^ l-(3,5--m^S)-3-**-2-{5-[(l 
-ft«^-3-S¥S)iCS]-l, 3-~iL-2H-^^l*^-2-3ES}M-l, 3 
-US 92mg„ 
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£MJ 405 

S^M^iJ 131 #r#ibl^(62mg)W THF/ *(=! / l)$g$8(4ml)4«inZi& 

(2ml), ^£S$#4/Mtt. iqifi*nffl!Kfi#i3KiS?fc. ffi^zkMff 

T^oWmJlMiE^^.^^a^^^ttfeif^CM^J;^^: ¥H = 20: l(v/v)) 
*ff&l, *§ l-(3, 5--Ifi)-2-(5-glfi-l. 3-ri[-2H-$^I*ti 
-2-3ES)-3-*»M-l, 3--S(43mg, 89%). 

^i&$J 406 

3b^$»J 393 ffimHi?® 0.30g WZ.»»* 6ml + Jqfc#*fi 0.03g ^, ffifi 

W?aSfflliJRttfei»fe(«5lBi*J: ¥l$=100: 3(v/v))«f*j , *#2-{5-[(lH 

-*5fl*^-5-S¥S)E*]-l. 3-ra*^l*l*-2-3E*}-l-(3, 5-~ 
I$l)-3-$lM-l. 3-~S(24mg, 12%). 

407 

[r]-££»J 196 ffinftG® 160mgWZ.ll** 5ml + $&jtaim«t$^Ii 
60mg, TSM#5/Mtt, !SJLi>*Z.ai«fei*, T^JSff l-{2 

-[l-(3, 5--«$¥StS)-2-ft^-2-^S3EZi«]-2, 3--3a-lH-* 
#f»-5-S}-3-$SM 0.19g. 

£»J 408 

^jfflKmaM&(356mg)^Z 1 lf?#^(10ml)4 3 iP#®'H:^(325mg)fPHZ J K 
(0.836ml), |E*^4nT^# 1.5/hW-c to, U-Z.M^, ffl^zMfi^H 1 *!. 

WflUfi&Eifcat. £j^&&*JtaA¥;£(ioini), jMSiiiL i 'Mtt, 3"HPS£i&. 

SiPA^M^'J 196 0ft#^^tJ(255mg)^Z,Bf^vS(5ml), MM^lS^ftfo 

mmm&^m, w=io: i(v/v))« 

M, ¥lf: B^)/§f# 1 — {2 — [1— (3, 5--«^¥«)-2-« 

^-2-^S3EZ,S}-2, 3--fi-lH-*^l*l«*-5-^)-3-BH:lS-3-Sfll 
(108mg, 42%)» 

£»J 409 

#£MJ 405 ^f#^^-^(174mg)&U-m¥^it(5ml)^*P NMO(100mg)fP 
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MS4At ^^gft lO^Bt. fSJn TPAP(8mg), fSi&»30^= 

&m&&m&(mmm: n.®-. ¥n=4o : i(v/v))»$j, f# 2— [i— (3, s--m%. 

¥Bt)-2-#l^-2-*S3EZ.S]-2, 3--a-lH-*^l*l*-5-¥^ 
(76mg, 44%)o 

£»J 427 

^iSTfr N-{2-[l-^¥St-2-(3, 5-~jR;£S)-2-fU«Z,S}-2, 
3-Hil-lH-¥^t*^-5-S}-4-?S*5||^K 376mg, rftEP& 40ml, 

lomi mmmbuK im ^m^^mmmn.^'^^Mm 1.0ml, &&?rf 

|N-{2-[l-ffS-2-(3, 5--|R*S)-2-*^aZZ,ai]-2, 3-~fi- 
lH-^#«-5-S}-N, 4--f S^5i«310m g<) #rf#ffi^Ii W 
II-B^S^bI, #^sH 181mg(47%)„ 

£»J 434 



g*ST, 1*0 2-(5-tS-l, 3--M-2H-$^I*^-2-3ES)-l-(3, 5 
--E^S)-3-$S^-l, 3--H 400mg#J£l? 10ml ftrfSfc^tia ¥S 
$#HP£ 168mg, -3^M#R&$20'hBt» JJffcBttWiff^ 
THFlOml, ^ SfiiraWfitttt 78mg, 3 /Mtf. 

mMW^TK^m^™. j^fi#»»iu?iiRttfeflift»*J. nun. 

ffi-¥S(100: l(v/v))$fcffi, t#l-(3, 5-Zlfi)-2-[5-flti-l, 3 
-~il-2H-$^(*l^-2-3ES]-3-*Sj^-l, 3--IM 163mg(48%)o 

£ 447 



£3" 2-[5-(4-tifSSl)-l, 3--i[-2H-^^l*^-2-3ES]-l 
-(3, 5--E*S)-3-(3-EpS*S)p1-l, 3--H 0.28g^P5Hft 2-^-1 
-¥Snltl3£^0.17g W-ft¥^iF«4 , » tttAN, N-~im*ZJg 0.23ml 
N,N*-(-&TftSSJ*)«JB0.18g, ^^SM#^2^o Eil£*f#!lzkifc 

^iiii-S^h 2(v/v))M*P##glJ N, N'-(-$T««)-N''-[4 
— ({2— [1— (3, 5-Zl|R*¥ftS)-2-*«-2-(3-¥**S)Z,-(Z)-aE*] 
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-2, 3--SC-iH-^#«-5-SSS}¥S)^S]M 0.3ig o 



£Sfi#] 448 

&^%mm 447 mmt^ o.3 g wzjftz.ffi*$8E 3mi ^sin-g- 4M &&#jz, 

-[l-(3, 5-~«*¥Btai)-2-^-2-(3-¥S*S)Z.-(Z)-M*]-2, 3 
--g[-lH-$^I*(^-5-SMS}¥^)*S]M&^lt 0.21go 

^9 



q o 



Rex 


A 


6 


DAT 


1 


Ph 


2-We-1, 3-Thiaz-4-yl 


FA: 246 


2 


Ph 


3-Mo-1-yl (CH„)jO 


FA: 354 


3 


Ph 


3-Me ? N-Ph 


FA: 268 


4 


Ph 


Me (PhCH^NCH^ 


FA: 358 


5 


Py-3-yl 


3,5-diF-Ph 


FA: 262 


6 


Ph 


3. 5-diF-Ph 


FA: 261 


7 


5-PhCH ? 0-Py-3-yl 


3, 5-diF-Ph 


FA: 368 


8 


5-Me-Py~3-y! 


3, 5-diF-Ph 


FA: 276 


9 


l~Me- IM-5-yl 


3. 5-diF-Ph 


FA:315 


10 


6-Me-Py-3-yl 


3,5-diF-Ph 


FA: 276 



^10 



MeS 8 



Rex 


A 


B 


DAT 
(FA:) 


Rex 


A 


B 


DAT 

(FA:> 


11 


Ph 


2-Me-1,3-Thiaz-4-yi 


350 


17 


Py-3-yl 


3, 5-diF-Ph 


366 


12 


Ph 


r Py-4-y 1 


330 


18 


Ph 


3,5-diF-Ph 


261 


13 


Ph 


Py-3-yl 


330 


79 


5-PhCHjO-Py-3-yl 


3, 5-diF-Ph 


368 


14 


Ph 


3-Mo-1-yl (CH,),0 


458 


20 


5-Me-Py-3-yl 


3, 5-diF-Ph 


380 


15 


Ph 


3-MeJJ-Ph 


371 


21 


1-Me-3e# IM-5-yl 


3, 5-diF-Ph 


419 


16 


Ph 


Me (PhCH?; NGHj, 


462 


22 


6-Me-Py-3-yl 


3, 5-diF-Ph 


380 
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11 



Rex 


Str 


DAT 


Rex 


Str 


OAT 


23 


0 


FA:251 


55 


Boc-NH-^ | 


FA: 263 


24 




El:263 





R ' 



Rex 


R 2 


R" 


R b 


DAT 


Rex 


R 2 


R" 


R" 


DAT 


25 


Py-3-y!CH,NHS0j 


N0 ? 


NHj 


FA: 309 


30 


Py-3-yKC(i,) f 


NHj 


NH, 


FA: 21 4 


26 


Py-3-ylCH=CH 


NO, 


NHj 


FA :242 


31 


Py-3-ylCH=CH 


N0 } 


CI 


FA: 261 


27 


Py-3-ylGH ? NHS0, 


m 7 


NH ? 


FA: 279 


56 


4-MeO-Ph 


NOj 


NHj 


FN: 243 


28 


Py-3-ylCHjO 




NHj 


FA :246 


57 


4-MeO-Ph 


NO, 


NHAc 


FN: 285 


29 


Py-3-ylCH ? 0 




NH ? 


FA.-216 














§13 


X s >— 

H 






















Rex 


R 2 


DAT 


Rex 


R 2 


DAT 




32 


TBS-OCH, 


FA: 277 


36 


Py-3-yl CCH ? ) ? 


FA: 


238 




33 


Py-S-ylCHjNHSOj 


FA: 303 


58 


4-MeO-Ph 


FA: 239 




34 


Py-3-ylCH-O 


FA: 240 


59 


4-MeO-Ph (Me)NCO 


FA: 


296 




35 


4-0 > N-PhCH ! ,0 


FA: 284 


60 


PhCH,D-CO 


FA: 267 






14 



I L ^> 1 " CXO A 



Rex 


R 1 


R 3 


A 


DAT 
(FA:) 


Rex 




R a 


A 


DAT 
(FA:) 


37 


0,N 


H 


Ph 


282 


48 


PhCH„S 


H 


Ph 


359 


38 


0,N 


H 


4-MeO-Ph 


312 


49 


H0CH 2 


H 


Ph 


267 


39 


0 ? N 


H 


2-MeO-Ph 


312 


50- 


TBS-OCH,, 


H 


Ph 


381 


40 


0,N 


H. 


2-Ci-Ph 


316 


51 


Py-3-ylCH 7 NHS0 2 


H 


Ph 


407 


41 . 


0,N 


H 


2,3-diMeO-Ph 


342 


52 


Py-3-ylCH 7 0 


H 


3, 5-diF-Ph 


380 


42 


0,N 


H 


Thiop-2-yl 


286 


53 


4-0,N~PhCH,0 


H 


3,5-diF-Ph 


424 


43 


0„N 


H 


3,5-diF-Ph 


318 


54 


Py-3-yKCH,,)., 


H 


3,5-diF-Ph 


378 


44 


OS 


CI 


3,5-diF-Ph 


352 


61 


4-MeO-Ph 


H 


3-Me-Ph 


357 


45 


H 


H 


3,5-diF-Ph 


273 


62 


0 2 N 


K 


3-Me-Ph 


296 


46 


Ac 


H 


Ph 


279 


63 


4-MeO-Ph (Me)NCO 


H 


3,5-diF-Ph 


436 


47 


PhCH ? 0 


H 


Ph 


343 


64 


PhCH ? 0-CO 


H 


3,5-diF-Ph 


407 
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EX 


R' 


R 3 


A 


B 


Sa 


DAT 


1 


CI 


ri 


Ph 


Ph 




FA: 375 


£. 




_ 

■ i 


ph 


Ph 




FA: 386 


O 


Me 


u 
n 


Ph" 


Ph 





FA: 356 


4 


— rr 

n 


u 
n 


3-F-PFT 


3-F-Ph 





FA:377,N1:/.30-7.33(2H,m). 
7.74-7.76(2H.m).13.15 (2H, s) 


5 


H 


H 


3,4-diCI-Ph 


3,4-diCl-Ph 


— 


FA: 479 . 


6 


H 


ri 


Fu-2-yl 


Fu-2-yl 




PA: 321 


7 


n 


u 
n 


i n 1 op c y i 


ThioD-2-vl 

ill) \J)J *~ J * 




FA": 353 


8 


H 


H 


2-MeO-Ph 


2-MeO-Ph 




FA: 401 


9 


H 


H 




3-0 2 N-Fh 





FA:43l,M:7.&0-7.82l2rl,m), 
8. 00-8. 01 (2H, m) , 13. 28 Un. s) 


10 


Me 


Me 


Ph 


rn 




Fa- 


11 


H 


H 


3-FjC-Pn 






"FA- 477 


12 


H 


H 


3-Me0C0-Ph 


3-MeOGu-Pn 




FA- 457" 




H 


H 




3-fli-flHj-Ph 





FA:437, Nh4. 59 (4H, s),?.73- 
7.76 (ZH,m). 13.13(2H.s) 


14 


F 


H 


Ph 


Ph 




FA: 359 


15 


H 


H 


3-cM-Ph 


3-CN-P-h 




FA: 391 


16 


h 


H 


3-(PhCWPh 


'3-(PhC0)Ph 




FA: 549 


17 


H 


H 


3-AcO-Ph 


■ 3-AcO-Ph 




FA: 457 


18 


H 


H 


4-lPr-Ph' 


4-iPr-Ph 




rJ1:1.03W,6H,J=9),2.68lm, IH). 
13. 11 (hi. 2H) 


19 


F 


H 


3-Me-P>h 


3-Me-Ph 




FA:38?,N1:2.11(6H, s) , 6. 1 /- 
7.18(9H,m).7. 50-7. 73(2H.m). 
13. 14-13. 19(2H,m) 


20 


MeO 


H 


3-Me-Ph 


3-Me~Ph 




FA: 399 J 


21 


H 


H 


3,5-diF-Ph 


3, 5-diF-Ph 




FA: 413 


173 


HjN 


CI 


3, 5-dif-Hh 


3-Me-Ph 




FA: 440 
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CI 


3,5-diF-Hh 


" ■ 3-Me-Ph 




FA: 587 ~^ 




EX 
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26 
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28 
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PhCOCH z OC0 
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Ph 



Ph 
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Ph 



Ph 



3, 5-diMe-Ph 



3-AcO-Ph 
3-Br-Ph 



2. 6-diF-Ph 



Sa 



DAT 



FA: 503 



FA: 445 



FA:377, Ml :7. 30-7. 34 (4H, m) , /. 74-7. 76 (2H, n) . 

13. 15 (2H, s) . 

FA : 355. N1 : 2. 1 0 (3H. s) , 7. 72-7. 74 Ofll. nu , 

13. 11 ( 2H, s) , 

FA:386, N1 :7. 74-7. 79 (3H, m) . 7. 93-/. 98 (2H, m) , 



13.20(2H. s) ~ — 

FA:369. N1 : 2. 07 (6H, s) , 6. 68 U H, s) , 1 3. 1 1 
(2H. s) 



FA: 399 - ^_ 

FA:419. N1 :6. 99-7. 03 UH, m) , 7. /3-7. 75 (2H. m) , 

13.12 (2H, s) . 

FA: 377 



40 



01812318.X 



% ® V ^37/51^ 




EX 


R* 


A 


B 


Sa 


DAT 


33 


H 


Ph 


3- (MeOCO) Ph 


- 


FA: 399 


34 


MeOCO 


Ph 


Ph 


— 


FA: 399 


35 


H 


3,4-diF-Ph 


3-0 2 N-Ph 


— 


FA:422, N2:6.46-6. 56 (1H. 
m) , 6. 83-6. 93 (2H, m> , 7.30- 
7. 60 (5H, m) . 7. 72-7. 87 (1 H, 

\ —j f\n f\ ha /nil \ 4 ft 

m) , 7. 98-8. 22 (2H, m) , 12. 79 
(2H, s) 


36 


H 


Ph 


3. 5-diC!-Ph 




FA: 342, N1 :7. 28-7. 33 (on, nv, 
7. 74-7. 77 IZH, m) , 13. 1o \£H, 
s; 


37 


0,N 


3, 5-diF-Ph 


Pn 




r A . 


38 


H 


3, 5-diF-Ph 


Thiop-2-y) 




rl , o DO 

rA: ooj 


39 


H 


3-(Ci-CH,)Ph 


nil 

Ph 




rA. coy 


40 


H 


3-HjN-Ph 


3, 5-d i F-Ph 


HIji 


ri . OQO kit . ft QA— 7 OA i"<1M 

ml 7 71-7 70 (OH mS 11 10 


41 


H 


3-H,N-4-Me-Ph 


3, 5-diF-Ph 


HCI 


FA -.406 


42 


H ? N 


Ph 


rn 




rn, »3t>0 


43 


H 


3-H ? N-Ph 


Ph 




FA: 356 


44 


H 


Ph 


3- (EtCONH) Ph 


_ 


FA: 412 


45 


H 


3-(MeC0NH) Ph 


3- (MeCONH) Ph 




FA: 455 


AC 

46 


rnOuNn 


Ph 


Ph 




FA: 460 


47 


H 


Ph 


3-lPh(CH,hC0NH|Ph 




FA: 516 


48 


H 


3-«Y4-viCH.,0GWFh 


3, 5-diF-Ph 


HCI 


FA: 511 


49 


i H 


3, 5-diF-Ph 


3~(Et,NCH,C0NH) Ph 


HC1 


FA: 505 


50 


EtCONH 


Ph 


Ph 




FA: 412 


51 


PhCH,C0NH 


Ph 


Ph 




FA: 474 


52 


H 


. 3, 5-diF-Ph 


3~[Et ? N (CH ? ) ? COWj Ph 


HCf 


FA: 519 


79 


H 


Ph 


3-iPv^4-yl(CH),NHCH,)Ph 


HCI 


FA: 475 


80 


H 


4-CICH,-Ph 


4-(Mo-4-ylCH,) Ph 




FA: 488 


81 


H 


3-{Et,N(CH,),tPh 


3-tEt,N (CH 2 ),lPh 




FA: 511 


82 


H 


Ph 


3-HO-Ph 




FA-.357.N1 :6.45-6. 48 (1H,mJ, 
9.22(1H,s), 13.04 (2H, s) 


83 


H 


IM-4-ylCH 2 W-Ph 


3, 5-diF-Ph 


HCI 


FA: 472, HI:*. 28 (2H, s),6. 43- 
7.02(7H,m),7. 25- 80(5H,m), 
9.06(1H,s), 13.09(2H,s), 
14.3-14.8 (2H, m) 
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a 18 




EX 


R 2 


A 


B 


Sa 


DAT 


84 


H 


Ph 


Py-3-ylCH,NHPh 


HCI 


FA: 447 


85 


H 


Ph 


3-(4-AcNHPhCH,NH)Ph 




FA ' 503 


86 


H 


3-(PrNH) Ph 


3,5-diF-Ph 


HC1 


FA:434,N1:0. 93 (3H, t), 
1.45-1.65 (2H,nO, 3.01 
(2H, t) , 6. 90-7: 37 (9H, 


87 


Py-3-ylCHjNH 


Ph 


rn 




FA -447 Ml -4 32 (m 2H) 
rrt » ' , n 1 . *t. ut vim, <tf 1/ , 

6 40-6. 89 (3H, m) , 6. 99- 
7.43(12H,m),7. 78-8. 64 
(3H, m). 12.79 (2H, m) 


88 


H 


3, 5-diF-Ph 


3-(Ph(CH,),NH)Ph 


HCI 


FA: 510 


89 


4-.(AcNH)PhCHJJH 


Ph 


Ph 


— 


FA: 503 


90 


H 


3,5-diF-Ph 


3-(MeO(CH,) 2 NH)Ph 


HCI 


FA:450. N1:3. 13-3.25 
(2H,m),3.30(3H, s),3.42 

-3.50(2H,m),6. 65-7. 05 
(7H,m).7.25-7.37(2H, 

m), 7. 66-7. 78 (2H,m), 


117 


H 


3, 4, 5, -tr iF-Ph 


o\J?vi rn 




PA • 440 


118 


H 


o, O Q 1 r rn 


Wflnh— 9— v t 
ncapn c y l 




FA :427 


119 


u 
H 


••"J |ni °P <- y 1 


>9*7r L"J >i'' u K *■ /' 




FA: 453 


(20 


H 


3,5-diF-Ph 


4-CI-3-N0 : -Ph 




FA: 456 


121 


H 


3,5-diF-Ph 


3-0 2 N-2-Me-Ph 


— 


FA:436 


122 


H 


3, 5-d iF-Ph 


5£#lbJThiop-2-yl 




FA: 433 


123 


— ' H 


3, 5-dtf-Ph 


4-CN-Ph 




FA: 402 


124 


H 


3, 5-d iF-Ph 


3-0 2 N-4-MeO-Ph 




FA: 452 


125 


H 


3,5-diF-Ph 


5-0 2 N-Fu-2-yl 




FA: 41 2 


126 


PhCO-OCHj 


Ph 


Ph 
Ph 




FA: 475 
FA :41 9 


127 
128 


Ac 

3-0,N-PhCH ? NH 


3,5-diF-Ph 
3, 5-d iF-Ph 


Ph 

3-Me-Ph 




FA: 527 
FA: 436 


129 

130 


O^N 

3-0,N-PhC0NH 


. 3,5-diF-Ph 
3, 5-d iF-Ph 


Ph 




FA: 541 


131 


TBS-0GH 2 


3, 5-d iF-Ph 


Ph 




FA: 521 


132 


PhCHjO 


3,5-diF-Ph 


Ph 




FA: 483 


133 


OjN 


3, 5-d iF-Ph 


3-OjN-Ph 




FA: 467 


134 
135 
136 
137 
138 


OjN 
0 2 N 
PhCHjS 
Py-3-ylCH,NHS0j 


3,5-diF-Ph 
3.5-diF-Ph 
3,5-diF-Ph 
3,5-diF-Ph 
3,5-diF-Ph 


3-F-Ph 
3-0,N-4-Me-Ph 
Ph 
Ph 

4-Me-Ph 




FA: 440 
FA: 481 
FA: 498 
FA: 547 

FA: 436 ~ 



42 



01812318.X « 93 ^39/5151 




EX 


R 2 


A 


B 


Sa 


DAT 


139 


0 2 N 


3,5-dtF-Ph 


4-F 3 C-0-Ph 




FA : 506 


140 


0 2 N 


3, 5-diF-Ph 


3-FjC-Ph 




FA: 490 


141 


0 4 N 


3.5-diF-Ph 


2-F 3 C-0-Ph 




FA: 505 


142 


0,N 


3, 5-diF-Ph 


4-CI-Ph 




pi . ice 


143 


0;N 


3. 5-diF-Ph 


4-F-Ph 




ri , XAf\ 

r A : 440 


144 


OjN 


3, 5-diF-Ph 


2, 3-diMe-Ph 




r A . 4oU 


145 


0,N 


3. 5-diF-Ph 


3-MeO-Ph 




FA : 452 


146 


Py-3-ylCHjO 


3, 5-diF-Ph 


2, 3-diMe-Ph' 




FA:512 


147 


Py-3-ylCH a 0 


3. 5-diF-Ph 


3-He-Ph 




FA: 498 


148 


OjN 


3. 5-diF-Ph 


2-MeO-Ph 




FA: 452 


149 


0,N 


3. 5-diF-Ph 


6-CI-Py-3-yl 




FA: 457 


150 


0 2 N 


3, 5-diF-Ph 


3-CN-Ph 




FA: 447 


151 




3. 5-diF-Ph 


Naph-1-yl 




FA: 472 


152 


OjN 


3. 5-diF-Ph 


4-CN-Ph 




FA: 447 


153 


°* N 


3, 5-diF-Ph 


3,4-diF-Ph 




FA :458 


154 


0 2 N 


3, 5-diF-Ph 


4-F 3 C-Ph 




FA: 490 


155 


OjN 


3, 5-diF-Ph 


3-AcO-Ph 




FA: 480 


156 


0 2 N 


3, 5-diF-Ph 


Thiop-2-yl 




FA: 428 


157 


0 2 N 


3, 5-d i F-Ph 






FA : 482 


158 


OjN 


3-Me-Ph 


3-Me-Ph 




FA: 414 


160 


OjN 


3, 5-diF-Ph 


3-AcO-2-Me-Ph 




FA: 494 


161 


4-0 ? N-PhCH 2 NH 


3, 5-diF-Ph 


3-Me-Ph 




FA: 541 


162 


0 2 N 


4-F-Ph 


3-Me-Ph 




FA:418 


163 


0^ 


2-MeO-Ph 


3-Me-Ph 




FA: 430 


164 


0 2 N 


2, 3-diMe-Ph 


3-Me-Ph 




FA: 428 


165 


Py-3-yl (CH 2 ), 


3, 5-diF-Ph 


3-Me-Ph 




FA: 496 


166 


4-O 2 N-PhCH 2 0 


3, 5-diF-Ph 


3-Me-Ph 




FA: 541 


167 


H 


3. 4, 5, -tr i,F-Ph 


3-H,N-Ph 


HO 


FA:410 


168 


H 


3, 5-dfF-Ph. 


3-H f N-2-Me-Ph 


HC1 


FA: 406 


169 


H 


3, 5-diF-Ph 


3-H f N-4-CI-Ph 




FA: 426 


170 


H 


3, 5-diF-Ph 


3-H,N-4-MeO-Ph 




FA :422 


171 I H 


3, 5-diF-Ph 


5-H,N-Fu-2-yl 




FA: 382 j 



43 
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ift m M40/51S 



&20 




EX 


R 2 


A 


B 


Sa 


DAT 


159 


4-0,N-PhCH 2 NH 


3, 5-diF-Ph 


2, 3-diMe-Ph 




FA: 555 


172 


3-H 2 N-PhC0NH 


3. 5-diF-Ph 


Ph 


— 


FA:511 


174 


3-H,N-PhCH,NH 


3, 5-diF-Ph 


Ph 


— 


FA:497 


175 


H 2 N 


3. 5-diF-Ph 


3, 5-diF-Ph 


— 


FA: 428 


176 


H 2 N 


3, 5-diF-Ph 


3-H 2 N-4-Me-Ph 


— 


FA: 421 


177 


H 2 N 


3, 5-diF-Ph 


3-H 2 N-Ph 


— 


FA: 407 


178 




3, 5-diF-Ph 


2-Me-Ph 


— 


FA: 406 


179 


H 2 N 


3, 5-diF-Ph 


3-F 3 C-0-Ph 


— 


FA: 476 


180 


H 2 N 


3, 5-diF-Ph 


3-FjC-Ph 


— ~ 


FA: 460 


181 


H 2 N 


3. 5-diF-Ph 


4-F-Ph 




FA: 410 


182 


H 2 N 


3, 5-diF-Ph 


2, 3-diMe-Ph 


— 


FA: 420 


183 


H 2 N 


3. 5-diF-Ph 


3-Me0-Ph 





FA: 422 


184 


H 2 N 


3. 5-diF-Ph 


2-MeO-Ph 


— 


FA: 422 


185 


H 2 N 


3, 5-diF-Ph 


2. 5-diF-Ph 


— 


FA: 428 


186 


H 2 N 


3, 5-diF-Ph 


6-CN-Py-3-yl 


— 


FA: 427 


187 


HjN 


3, 5-diF-Ph 


3,5-diMe-Ph 


— 


FA: 420 


188 


H Z N 


3. 5-diF-Ph 


3-CN-Ph 


— 


FA:417 


189 


H 2 N 


3, 5-diF-Ph 


4-CN-Ph 


- 


FA:417 


190 


H 2 N 


3, 5-diF-Ph 


Naph-1-yl 


— 


FA: 442 


191 


H 2 N 


3, 5-diF-Ph 


3,4-diF-Ph 


— 


FA: 428. 


1 c 


H 2 N 


3, 5-diF-Ph 


5-Br- Py-3-y 1 





FA: 501 


1 no 
1 9J 




0,0 Q l r rn 


0 nt/v r 1 1 




FA: 450 


194 


LI kl 

H 2 N 


3, 5-d i F— Ph 


0 d 1 MeU rn 




PA ■ i^O 


195 


H 2 N 


3, 5-diF-Ph 


Thiop-^-y I 




PTA ■ "3QO 


1 iJO 


. n 2 ii 


e_j;i:_pL 

V| v uir rii 


" ph 




PA: 392 


197 




3l 6-diP-Ph 


3-Me-Ph 




FA: 408 


198 


H 2 N 


3, 5-diF-Ph 


3-Ac0-2-Me-Ph 




FA: 464 


199 


4-H 3 N-PhCH 2 NH 


3, 5-diF-Ph 


3-Me-Ph 




FA-.511 


200 


4-H 2 N-PhCH 2 0 


3, 5-diF-Ph 


3-Me-Ph 




FA: 542 


201 


H 2 N 


4-F-Ph 


3-Me-Ph 




FA: 388 


202 


■ H Z N 


2-MeO-Ph 


3-Me-Ph 




FA: 400 


203 


H 2 N 


2, 3-diMe-Ph 


3-Me-Ph 




FA: 398 


204 


PhCONH 


3, 5-diF-Ph 


Ph 




FA: 496 


205 


4-(Et,NC0)PhCH,NH 


3, 5-diF-Ph 


Ph 




FA: 581 


206 


Py-2-ylGH f C0NH 


3, 5-diF-Ph 


Ph 




FA:511 


207 


(4-Me0-Ph) (CrU,CONH 


3, 5-diF-Ph 


Ph 




FA: 554 


208 


3-F-PhGONH 


3, 5-diF-Ph 


Ph 




FA:514 


209 


4-MeO-PhCH ? CONH 


3, 5-diF-Ph 


Ph 




FA: 540 


210 


4-Me,N-PhC0NH 


3, 5-diF-Ph 


Ph 




FA: 539 
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21 




EX 


R 2 


B 


Sa 


DAT 


211 


4-Ac-PhCONH 


Ph 





FA: 538 


212 


2-Me-PhCONH 




— ' 


FA:5l6,N1:2.42(3H, s), 6.90- 
7. 00 (3H, m) , 7. 1 1-7. 21 (3H, m) , 

■i nn *i AjI /ill \ ^ Of) *7 Af\ 

7. 29-7. 34 C4H, m) , 7. 38-7. 40 
(1H 7 49 flH rl J=7 8Hz) 
7.560H, dd, J = 8.8, 1.5Hz), 
7.67(lH,d,J=8. 8Hz),8.37(1H, 
s),10.45(1H s),13.10(1H, s),1 
3. 14 (1H, s) 


213 


4-AcNH-PhCONH 


Ph 




ri . ceo 

FA : 553 


214 


Py-3-y l-CONH 


Ph 






215 


o _ 0 1 -rnUJNn 


rn 




pa • R7n 


216 


MeULrU \\jvip) ?UUNn 


Ph 
rn 




FA- 506 


n-i *7 

217 


4— M e U OLr^r n UUN n 


Ph 




FA -554 


Zlo 


*r we rnurifvwrin 


■ Ph 




FA : 524 


ZT3 


I «i J y i wwi»n 


Ph 




FA: 536 


220 


Thiop-2-ylG0C0NH 


Ph 


— 


FA: 530 


221 


3-AcNH-PhCH 2 Nrl 


Ph 


— 


FA: 488 


222 


3-(cPrNHC0)PhCH 2 NH 


Ph 




FA: 565 


223 


4- (4-F-PhNHNHC0) PhCHjNH 


Ph 


— 


FA: 634 


OOi. 




Ph 




FA: 525 


??s 


4-(iPrNHC0) PhCHjNH 


4-F-Ph 


- 


FA: 585 


226 


Pyra-2-ylC0NH 


3-Me-Ph 




FA: 51 2 


227 


Py-3-ylC0NH 


4-F-Ph 


— 


FA: 515 


228 


cPrNHCO 


2-MeO-Ph 


— 


FA: 595 


229 


H 2 NC0 


2-MeO-Ph 


— 


FA: 555 


230 


PhO-CONH 


Ph 




FA:512 


231 


MeSOjNH 


Ph 


— 


FA: 470 


232 


4-AcNH-PhS0,NH 


Ph 




FA: 589 


233 




o_M„-ph 
o ivie rn 




FA : 566 


234 


4-MeO-PhS0 2 NH 


4-F-Ph 




FA: 600 


235 


3-F 3 C-PhS0 2 NH 


2-MeO-Ph 





FA: 551 


236 


1 2> — s 0 . N H 
0 ^-M. 


2-MeO-Ph 


— 


FA: 587 


237 


HN-^ "jf^^j S0 J NH 


Ph 




FA: 587 


238 


6-F,C-Py-3-ylCH,NH 


Ph 


HGI 


FA: 550 


239 


Py-3-ylCH.NH 


Ph 




FA: 483 


240 


IHa(Py-3-ylCH,)N 


Ph 




FA: 497 


241 


• 4-AcNH-PhCH 2 NH 


Ph 




FA: 539, N1 : 2. 02(3H,s),4. 22 { 
2H,nO,6. 34(1H,m),6. 65-7. 53 
(15H,m),9.88(1H, s), 12.81 
(2H. m) 


242 


0 


Ph 




FA: 639 


243 


0 o 


Ph 


HCi 


FA: 669 
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22 




EX 


R a 


B 


Sa 


DAT 


?44 


1 -Me-5-F.C-Pvrazo-3-v 1 Th i oo-2- 
ylCHj/JH 


Ph 


HCI 


FA: 636, N1:3. 99 (3H. s). 
4.58(2H,s), 6.82-6. 95 (5H, 
m),7.09-7.20(4H, nO.7.23 
(1H, d, J=2. 5Hz), 7. 27-7.29 
(2H,m),7.40(1H, d, J=3. 4Hz) 
, 7.5K1H. d, J = 8.7Hz), 
12.890H, s), 12. 95 (1H. s) 


245 


Py-4-ylCHjNH 


Ph 


- 


FA:4B3,N1:4.34(2H,d,J=5.8Hz 
),6. 55(1H,t,J=5.8Hz),6. 68 
(1H,dd,J = 8.8,2.5Hz),6.82- 
6. 94(4H,n0.7. 09-7. 18(3H, m), 
7.29 (2H. d, J = 8. 3Hz) , 7.38 
(2H,d,J = 5.8Hz), 7.45 (1H, d, 
J = 8.8Hz), 8. 51 (2H, d, J 
=5.8Hz),12.77(1H,s),l2. 88(1 
H.s) 


246 


(4-Me,N-PhCH,),N 


Ph 


- 


FA: 658 


247 


4-HOOC-PhCH 7 NH 


Ph 




FA: 526 


248 


3-H0-5-H0GH,-2-Me-Py-4y 1 CH,NH 


Ph 




FA: 543 


249 


6-CI- 2-ajPy-3-.ylCH,NH 


Ph 




FA: 556 


250 


IM-3-ylCH,NH 


Ph 


2HCI 


FA: 472 


251 


4-AcNH-PhOyM 


3-Me-Ph 


— 


FA:553,N1:2.02(3H,m),2.14(3 
H, s).4.21 (2H, d),6. 80-7.15 
(10H, m) , 7. 25-7. 55 (5H, m) , 
9. 85-9. 90<1H,m),12. 76- 

4 n aa /nti \ 

12. 90 (2H, m) 


252 


I n i az-^-y 1 Gn ? Nri 


rn 




PA ./IRQ 


AM 


DkPftPti MH 
rnwUUn^nr! 


Ph 

r n 




ro . v l v 




< ^* " v ~y " y * wrijMn 


Ph 




FA: 499 


255 


5- (4-C 1 -Ph) Fu-2-v 1 CHMi 


Ph 


HCI 


FA: 582 


256 


Thiaz-5-ylCH 2 NH 


Ph 


2HCJ 


FA: 489, HI: 4. 77 (2a s), 6.88- 
6.98(3H,m),7.11-7.21(4H, m), 
7.33(2H, d. J=7Hz),7.55(1H, 
br),7. 66(1H,t, J=9Hz), 7. 82 

V 1 (1, Q, 0— *r nZy , y . IO\ln, Q, u — 5 

Hz) 13 10 (2H br) 


257 


5, e-diCI-Py-3-yl-CHjNH 


Ph 


— 


FA: 551 


258 


Pyrazi-3-ylCHjNH 


Ph 




FA: 484 


259 


5-Bi~Py-3-ylCH 2 NH 


Ph 




FA: 561 


260 


Pyrim-5-ylCHjNH 


Ph 




FA:484 N1:4.35(2H, m). 6.47 
-9. 12(T5H.nO. 12. 84(2H,m) 


261 


6-Me-Py-3-ylCH : NH 


Ph 




FA: 497 


262 


2-Ue-Py-3-yiCH t HH 


Ph 




FA: 497 


263 


3-F 3 C-PhCHjNH 


Ph 




FA :550 


264 


2-OH-PhCHjNH 


r Ph 




FA: 498 


265 


1-Me-IM-2-ylCH,NH 


Ph 




FA: 486 


266 


■ 3-H00C-PhCH,NH 


Ph 




FA: 526 


267 


3-MeO-PhCHjNH 


Ph 




FA: 51 2 


268 


4-OjN-PhCHjNH 


Ph 




FA: 527 


269 


Py-3-y(GH 2 NHCH 2 


Ph 




FA: 497 


270 


4-F-PhGH 2 NH 


Ph 




FA: 500 
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23 




EX 


R z 


B 


Sa 


DAT 


287 


4-AcNH-PhCH 2 NH 


2-F 3 C-0-Ph 




FA: 622 


288 


4-AcNH-PhCH 2 NH 


3-CI-Ph 




FA: 573 N1 : 2.02(3H, s), 4. 22 (2H, d, J = 
4.9Hz), 6.360H. t, J = 5. 8Hz), 6.70(1H, dd, 
J = 8. 8, 2. 0Hz) , 6. 88-6. 92 (3H, m) , 6. 98 (1 H, 
tt, J = 8.3, 2.4Hz), 7.12-7. 16(1H, m), 
7. 20-7. 26 (3H, m). 7.32(2H, d, J = 8.7Hz), 
7.440H, d, J = 8.8Hz), 7.53(2H, d, J = 8.3Hz), 
oo v in, , \l. oiun, sj , \c. yuurii s> 


289 




*r r rn 




PA • fll f7H A 91 (OU m\ 
rn . 00 / It I , U I \0n, , *t. c.\ \c.r\„ ti\J , 

6.340H, s), 6.65-7.5304H, m), 9.87C1H, ■ 
s), 12.80 (2H, m) 


290 


4-AcNH-PhCH 2 NH 


2, 3-diMe-Ph 


— 


FAt567.N1 :2. 01 (3H, s) , 2. 02 (3H, s) . 2. 1 0 (3H, s) , 
4. 21 (2H, s) , 6. 35 (1 H, br) . 6. 67-6. 73 (3H, m) , 
6.77-6.94(5H,m).7.31(2H,d,J=9Hz), 7.43 (1H, 

(1H s) 12 94(1H s) 


291 


4-AcNH-PhCHjNH 


3-Me0-Ph 


— 


FA:569 N1 : 2.02(3H, s), 3. 66 (3H, s), 4. 22 (2H, 
d, J = 5.3Hz), 6.350H, t, J=5.6Hz), 6.67(1H, 
dd, J = 8.8, 2. 5Hz), 6.71(1H, dd, J = 8.3, 
2.5Hz), 6.79(1H, s), 6. 86-6. 87 (4H, m), 
6. 92-6. 97 (1H, m), 7.02(1H, t, J = 7.8Hz), 
7.3K2H, d, J = 8.3Hz), 7.42(1H, d, J = 8.8Hz), 
7.53(2H t d, J = 8.3Hz), 9.B9(1H. s) . 12.78(1H. 
s). 12. 87 (1H, s) 


292 


4-H0-3-0 2 N-PhNHCH 2 


Ph 


— 


FA: 543 


293 


4-AcNH-PhCH 2 NH 


2-Me0-Ph 




FA : 569, N1 : 2. 02 (3H, s) , 3. 63 (3H, S) , 4. 22 (2H, d, J 
=5. 3Hz) , 6. 34 (1 H, t, J=5. 9Hz) , 6. 58 (1 H, d, J=8. 3 
Hz),6. 61-6. 71 (2H, m) , 6. 75-6. 78 (2H, m) , 6. 87- 
6. 92 (2H, m) , 7. 00-7. 07 (2H, m) , 7. 31 (2H, d, 
J=8. 3Hz) , 7. 42 (1 H, d, J=8. 8Hz) , 7. 53 (2H, d, J=8. 8 
Hz), 9.88(1H,s), 1Z.840H. s), 12.94 (1H. s) 


294 


4-AcNH-PhCH 2 NH 


3, 5-diMe-Ph 


— 


FA: 567 


295 


4-AcNH-PhCH 2 NH 


3-CN-Ph 




FA: 564 


296 


4-AcNH-PhCH 2 NH 


2-F-Ph 




FA:557,N2:2. 19 (3H, s), 4.35(2H, s), 6.46- 
7.8705H, m). 9.93(1H, s), 12.65(2H, m) 


297 


4-AcNH-PhCH 2 NH 


4-CN-Ph 




FA:564,N1 :2.01(3H, s), 4.2K2K, m), 6.37UH, 
s) , 6. 67-7. 87 (1 4H, m) , 9. 88 (1 H, s) , 1 2. 86 (2H, m) 


298 


4-AcNH-PhCH 2 NH 


Naph-1-yl 




FA:589,N1:2.02(3H, s), 4.23<2H, s), 6.38(1H, 
br), 6. 47-6. 58 (3H, ra), 6.71(1H, dd, J = 2 Hz, 
9 Hz), 6.9K1H, s), 7. 17-7. 26 (2H, tn), 7.32(2H, 
d, J = 9Hz), 7. 42-7. 54 (5H, m), 7.64(1H, d, J 
= 8 Hz), 7. 75(1H, d, J = 8 Hz), 8. 14(1H, d, J 
= 8Hz),9.89(1H,s), 12.90(1H, s). 12.99(1H, s) 


299 


4-AcNH-PhCH 2 NH 


3, 4-diF-Ph 




FA: 575 


300 


3-CN-PhCHjNH 


4-F-Ph 




FA: 525 


301 


4-AcNH-PhCH 2 NH 


2-CI-Ph 




FA:573,N1 : 2.02(3H, s), 4.22(2H, d, J = 
5.3Hz), 6.380H, t, J = 5.9Hz), 6.70(1H, dd, 
J = 8.8, 2.0Hz), 6. 83-6. 96 (4H, m), -7.05- 
7.17(4H, m), 7.3K2H, d, J = 8.3Hz), 7.44(1H, 
d, J = 8.3Hz), 7. 53 (2H, d, J = 8.8Hz), 9.88{1H, 
s), 12.87(1H, s), 12.97(1H, s) 
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01812318.X 



% m =fS 1144/51 5l 



olM 


A— A/-MUI— DUPU WU 

4 acnm rnui 2 Nn 


c, OTj 1 1 — rn 




rn.u/O, Nl . c. Ut^Jn, , *r. c-c^drt, Ely, 0. OU 

6 75 (2H m) 6 82-7 10 (7H m) 7 27-7 57 (5H 

U- / w \(Lt If ill/ | Ui I p Iw\/M| ill/ i / • i- 1 # • w * \vi i, 

m), 9.88(1H, s), 12. 80-13. 05 (2H, m) 


303 


4-AcNH-PhCH 2 NH 


2-F,C-Ph 




FA:607,N1:2.02(3H, s), 4. 22 (2H, m), 6.38(1H, 
m). 6. 60-6. 95 (5H, m), 7. 22-7. 56 (9H. m), 
9.88 0H, s), 12. 85-13. 00 (2H, m) 


304 


4-AcNH-PhCHjNH 


6-G I -Py-3-y t 


— 


FA: 574 


305 


4-AcNH-PhCHjNH 


5-Br-Py-3-yi 




FA: 618 


306 


4-AcNH-PhCHjNH 


3-Br-Ph 




FA:616 


307 


4-AcNH-PhCH 2 NH 


3-AcO-Ph 




FA: 597 


30B 


4-H0-3-Me0-PhCH,NH 


3. 5--MeO-Ph 




FA: 588 


309 


4-HO0C-PhCH 2 NH 


4-F-Ph 




FA: 544 


310 


4-AcNH-PhGHjNH 


Thiop-2-yl 




FA: 545 


311 


4-AcNH-PhCH 2 NH 


2,3-diMeO-Ph 




FA : 599 : N1 : 2. 02 (3H, s) , 3. 65 (3H, S) , 3. 66 13H. s ) , 
4. 21 C2H. d. J =5.8Hz).6.35(1H,t,J=5.9 Hz), 
6. 59-6. 61 (1H, m) , 6. 71 (1H, dd, J=2. 8, 8. 8Hz) , 
6. 74-6. 79 (4H, m) , 6. 85-6. 91 (2H, m) , 7. 32 (2H, d, 
J=8. 3Hz) . 7. .43 (1H, d, J=8. 8Hz) , 7, 53 (2H, d, J=8. 8 
Hz) . 9. 88 (1 H, s) , 1 2. 84 (1 H,"s) . 1 2. 93 (1 H, s) 



^24 




EX 


R* 


B 


Sa 


DAT 


312 


4-LMo-4-yl(CHj) 2 0JPhCH 2 NH 


4-F-Ph 




FA: 629 


313 


4-H0-PhCH 2 NH 


2-MeO-Ph 




FA: 528 


314 


S-EtO^-MeO-PhCH.NH 


3-Me-Ph 




FA: 570 


315 


4-(Me 2 N(CH 2 ),0)PhCH 2 NH 


3-Me-Ph 




FA: 597 


316 


1,3- Thiaz-6-ylCH 2 NH 


3-Me-Ph 




FA: 553 


317 


4-LMo-4-yl (CH 2 ) 2 0JPhCH 2 NH 


2-Me0-Ph 




FA: 641 


318 


3-H00C-PhCH 2 NH 


2-MeO-Ph 




FA: 556 


319 


3-CN-PhCHjNH 


3-Me-Ph 




FA: 521 


320 


l-PhCH 2 -Pipe-4-ylCH 2 NH 


Ph 


HCI 


FA: 579 


321 


PhCH 2 NH 


Ph 




FA: 482 


322 


Naph-2-yl-CHjNH 


Ph 




FA: 532 


323 


4-Me-PhCH^H 


Ph 




FA: 496 


324 


3-MeO-PhCHjNH 


Phj 




FA:512 


325 


■2-CN-PhCH 2 NH 


Ph 




FA: 507 


326 


3-FjC-PhCHjNH 


Ph 




FA: 550 


327 


3-Br-PhCH 2 NH 


Ph 




FA: 560 


328 


4-H0-PhCH 2 NH 


Ph 




FA: 498 


329 


4-0,N-PhCH2NH 


Ph 




FA: 527 


330 


4-MeS-PhCH 2 NH 


Ph 




FA: 528 


331 


2-Me0-Naph-1-yl-CH : NH 


Ph 




FA: 562 



48 



01812318.X % m V ^45/51^ 



ft 25 




Sa 



DAT _ 
FA: 536 



332 



333 



334 



"5.6.7. 8. -gg^L -Naph-2-y l-GH 2 NH 



Ph 



2, 3- ~ & -'3£# Lb] Fu-5-y I CH 2 NH 



Ph 



FA: 524 



Ph 



FA: 526 



335 



336 



337 



338 



339 



340 



341 



342 



343 



344 



345 



346 



347 



348 



349 



350 



351 



352 



353 



354 



355 



356 



OCT 0 "' 



NH 



Ph 



FA: 540 



3. 4-diMeO-PhCH 2 HH 



Ph 



FA: 542 



2. 5-diF-PhCHj.NH 



Ph 



FA:518 



3,5-diF 3 C-PhCH z NH 
5-Et-Fu-2-ylCH 2 NH 



Ph 



FA:618 



Ph 



FA: 500 



Thiop-3-ylCH z NH 



Ph 



FA :488 



1-Me0-C0 (OHO -Pyrr-2-y 1 CH^H 



Ph 



Pen-NH 



Ph 



FA: 557 
FA: 462 



PhCH 2 0 (CH 2 ; f NH" 



Ph 



FA: 526 



Ph (CH 2 ) 3 NH 



Me(Py-3-yUCHFiH 



4-Pen-PhCH 2 NH 



biPh-4-ylCH^NH 



4-FX-PhCH 2 NH 



2-CI-PhCH 2 NH 



4-MeO-CO-PhGHjNH 



Ph 



FA: 510 



Ph 



FA -.497 



Ph 



FA: 552 



Ph 



FA: 558 



Ph 



FA: 550 



Ph 



FA: 51 6 



3-CN-PhCHzNH 



4-Me 2 N-PhCH 2 NH 



4-Pvrrol i — 1 -y l-PhCH 2 NH 



4-PrO-PhCHjNH 



4-HOG0CH 2 O-PhCH z NH 



4-PhO-PhCH 2 NH 



_Ph 
Ph 



FA :540 



FA: 507 



Ph 



FA: 525 



Ph 



FA:551 



Ph 



FA: 540 



Ph 



FA: 556 



Ph 



FA: 574 



357 



358 



359 



360 



361 



362 



363 



364 



3-(3-F 3 C-Ph0) PhCH 2 NH 



Ph 



4-PhCH 2 0-PhCH 2 NH 
4-biPhO-PhCH 2 NH 



Ph 



2-(4-CI-PhS)-PhCH 2 NH 



6-MeO-Naph-2-ylCH 2 NH 
1-H0-Naph-2-ylCH 2 NH 



9H-^-2-ylCH 2 NH 



T^l-S-F-PhCHaNH 



Ph 



FA: 588 
FA: 650 



_Ph 
_Ph 
Ph 



FA -.624 



Ph 



Ph 



FA; 562 



FA: 548 



FA: 570 



FA -.534 



365 



366 



367 



368 



369 



370 



371 



372 



373 



— 375-diH0-PhCH 2 NH 
"24iO-3-MeO-PhCH 2 NH 



Ph 



FA:514 



Ph 



2-H0-4-Me 2 N-PhCH 2 NH 



Ph 



2-H0-5-0 2 N-PhCH t NH 



Ph 



4-H0-3-0 2 N-PhCH 2 NH 



Ph 



4-H0-3-Me0-PhCH 2 NH 



X4~-diMeO-PhCH 2 NH 



"Fliie O^OlFl-PhCH^H 



4- (Mo-1 -y \ }-2rOJH>MHJ*l 



Ph 



Ph 



Ph 
Ph 



FA: 528 



FA: 569 



FA -.543 
FA -.543 



FA: 528 
FA: 542 



FA: 557 
FA:612 
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H26 




EX 


R a 


B 


Sa 


DAT 


374 


3, 5-diCI-6-H0<-PhCH 2 NH 


Ph 


— 


FA: 566 


375 


3. 4-di MeO-2-OjN-PhCHjNH 


Ph 


— 


FA: 587 


376 


4-MeO-5, 6-d/Me-PhCHjNH 


Ph 


— 


FA: 540 


377 


3-H0-4, 5-diMe0-PhCH 2 NH 


Ph 


— 


FA: 558 


378 


1 -PhSOj-Py r r-2-y 1 CH 2 NH 


Ph 


— 


FA:611 


379 


5-Ac0CHj-Fu-2-y 1 CHjNH 


Ph 


— 


FA: 544 


380 


5-Me-Th i op-2-y 1 CH 2 NH 


Ph 





FA: 502 


381 


5-Th i op-2-y 1 Th i op-2-y 1 CH 2 NH 


Ph 





FA: 570 


O0£ 


4_o r _Tu i od-2-v 1 CH„NH 


Ph 





FA: 566 


OOO 


o_pu_ 1 m_4_w | oh.NH 

c rii i wi " y i vi '2 1 . 11 1 


Ph' 




___ 


FA: 548 




£ rw™ ry o y I wnji^n 


Ph 




FA: 498 


385 


w 5 1 'yf? o y i or^iNn 


Ph 




FA ■ 521 


386 


l-t4-Me-Ph50 2 ; n\W o -yiuH 2 Nn 


rn 




PA* 67^ 






Ph 




FA: 5 52 


388 


qui no! in-3-ylCH 2 NH 


Ph 




FA: 533 


389 


5-PhCK 2 0-1H-[lfcli&# l2,3-c]Py-3-ylCHJlH 


Ph 




FA: 628 


390 


PrNH 


Ph 




FA: 434 


391 


cHex-CH 2 NH 


Ph 




FA: 488 


392 


PhCH 2 NH 


Ph 




FA: 496 


393 


1-Tr-3£# IM-5-ylCH 2 NH 


Ph 




FA: 550 


394 


4-AcNH-PhCH 2 NH 


3-OH-Ph 




FA: 555 


395 


Me (Py-3-yi)C=N 


Ph 




FA: 495 


396 


Me (Py-3-yl)CH ? NH 


Ph 


HCI 


FA: 497 


397 


H 


6-Me-py-3-yl 




FA: 392 


398 


H 


1-Me-3£# IM-5-yl 




FA: 431 


399 


Me(H0)CH ? 


Ph 




FA: 421 


400 


1-St^-Py-3-ytCH ? NH 


Ph 




FA: 499 


401 


HO 


Ph 




FA: 393 



27 



Ex 


Str 


DAT 


110 


H o KJ 


FA: 391 


111 


F 


FA: 394 


450 


Me 


FA: 542, FN: 540 



50 
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% m ^47/5151 



«28 




EX 


R 2 


A 


B 


Sa 


DAT 


402 


Py-3-ylCH 2 0 


3, 5-d i F-Ph 


rn 


uxai 


CA • AM 
rA.HOO 


403 


PhCHjSOj 


3. 5-d i F-Ph 


Ph 


~— 


FA: 530 


404 




3. 5-d i F-Ph 


Ph 


— 


FA :497 


405 


H0CH 2 


3, 5-d i F-Ph 


Ph 




FA: 407 


406 


2£#IM'5-ylCH 2 NH 


3, 5-d i F-Ph 


Ph 




FA: 522 


407 


PhNHCSNH 


3, 5-d i F-Ph 
3, 5-d i F-Ph 


Ph 
Ph 




FA: 527 
FA:512 


408 
409 


Py-3-ylNHC0NH 
HCO 


3, 5-d i F-Ph 


DU 

Ph 




rfl . wo 


410 


4-AcNHPhCHjNH 


3-Me-Ph 


3-Me-Ph 




n» . col 


411 


HjN 


3-Me-Ph 


3-Me-Ph . 




FA : 384 

fll . coo 


412 


4-HjN-PhCH 2 NH 


3, 5-d i F-Ph 


2, 3-diMe-Ph 




FN: 523 


413 


4-iPrNH0C-PhCH 2 NH 


3, 5-d i F-Ph 


3-Me-Ph 




FA: 581 


414 


4-H00C-PhCH 2 NH 


3, 5-d i F-Ph 


3-Me-Ph 




hA;b4U 


415 


4-LPyrrol I —1 — y 1 (CHj) 2 0J -PhCH 2 NH 


3, 5-d i F-Ph 


3-Me-Ph 




I- A: buy 


416 


PhO-CONH 


3, 5-d i F-Ph 


Ph 




f~ A CIO 


417 


4-MeOCHjCONH-PhCH 2 (Me0CH 2 C0) N 


3, 5-d i F-Ph 


2, 3-diMe-Ph 




rAzbby 


418 


4-cBuC0NH-PhCH 2 NH 


3, 5-d i F-Ph 


2, 3-diMe-Ph 




C A . C/V7 


419 


4-Et 2 N(CH 2 ) 2 C0NH-PhCH 2 NH 


3, 5-d i F-Ph 


2, 3-diMe-Ph 


A - I 

Uxai 


CA . f?£0 


420 


4-MeNHGH 2 C0NH-PhCH 2 NH 


3, 5-d i F-Ph 


2, 3-diMe-Ph 


Uxa 1 


rA.oyo 


422 


1,3-Thiaz-5-ylCHjNH 


3, 5-d i F-Ph 


3-Me-Ph 


Uxai 


ca - t;m 


423 


/-HjN-l , o-l n i az-5~y I on^n 


0, \/u ir ru 


3-Me-Ph 




FA:518 


424 


2-AcNH-1,3-Thiaz-5-ylCH z NH 


3, 5-d i F-Ph 


3-Me-Ph 




FA: 560 


425 


4-MeO-Ph 


3, 5-d i F-Ph 


3-Me-Ph 




FA: 497 


426 


1-PhCH 2 -Pipe-4-ylCH 2 NH 


3, 5-d i F-Ph 


Ph 


HCI 


FA: 579 


427 


4-Me-fhS0 2 (Me)N 


3, 5-d i F-Ph 


Ph 




FA: 560 


428 


1, 3-Th i az-5-y I CH Z NH 


3, 5-d i F-Ph 


2, 3-diMe-Ph 


Oxal 


FA:517 


430 


4-MeO-PhNHCO 


3, 5-d i F-Ph 


Ph 




FA: 526 


431 


PhCH 2 0-CO 


3, 5-d i F-Ph 


Ph 




FA:511 


432 


HOOG 


3, 5-d i F-Ph 


Ph 




FA: 421 


433 


4-F-PhC0(Me)N 


3, 5-d i F-Ph 


Ph 




FA: 528 


434 


MeNH 


3, 5-d i F-Ph 


Ph 




FA: 406 


435 


2-tBuC-G0NH-4-C I -1 , 3-Th i az-5-y 1 CH 2 NH 


3, 5-d i F-Ph 


3-Me-Ph 




FA: 652 


436 


'"" 2-tBuO-CONH-4-C 1 -1 , 3-Th i az-5-y 1 CH=N 


3, 5-d i F-Ph 


3-Me-Ph 




FA: 650 


437 


4-AcNH-PhGHjNH 


. 3, 5-d i F-Ph 


3-AcO-2-Me-Ph 


— |hA:bli 



51 
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^29 




EX 



B 



Sa 



DAT 

FA:519,M:3.64(3H,s), 
4.54 (2H, s),6.59(1H,d, J 
=8Hr),6.68-6.72(2H, m), 
6.77(2H,dd, J=2Hz,8Hz), 
6.90(1H,tt,J=2Hz,9Hz), 
S.970H, d,J=2Hz),7.0?- 
7.07(2K,nO,7.45(1H, d, 
J=9Hz),7.89(1H, s),8.96 
(1H, s), 12. 90 (IK. s), 12. 
96 (1H, s) 



421 



1,3-Thiaz-S-ylCHjNH 



3,5-diF-Ph 



2-MeO-Ph 



Oxal 



438 



4-AcNH-PhCHjNH 



3,5-diF-Ph 



3-HO-2-He-Ph 



FA: 569 



439 



440 



441 



4-Ac(Me)N-PhCH 2 NH 



3,5-diF-Ph 



3-We-Ph 



FA: 567 



4-F 3 CC0NH-PhCHjNH 



3,5-diF-Ph 



3-Me-Ph 



FA: 607 



4-MeS0 2 NH-PbCH 2 NH 



3,5-diF-Ph 



3-Me-Ph 



FA: 589 

FA:554,N1:2.05(3H.sJ, 
2.5H3H, s),5.06(2H,s), 
6. 86-7. 07(7H,m),7. 14 
[1H, d. J=7Hz>,7.39 (1H, 
s),7.41(2H,d, J=9Hz),7. 
61 (2H. d, J=9Hz),7.64 
(1H,s),9. 98(1H,s),13.0 

6 (2H,s) 

FA: 535 



442 



4-AcNH-PhCH 2 0 



3,5-diF-Ph 



3-«e-Ph 



443 



444 



445 



446 



447 



4-AcNB-PhCH;NB 



4-F-Ph 



3-WkrPh 



T-AcNH-PhCH^H 



2-MeO-Ph 



3-Ue-Ph 



4-AcNH-PhCH 2 NH 



2,3-diMe-Ph 



3-He-Ph 



4-Me0-Ph(Me)N0U 



PWJHJW 



3,5-diF-Ph 



Ph 



3, 5-diF-Ph 



3-Me-Ph 




FA: 547 



FA: 545 



FA: 540 
FA: 753 




Ex 


R'-Z 1 




DAT 


24 


CH 


N 


FA:342.N1:7.04-7.38(11H, m),8.00(1K, m),8.34(1H, m), 13. 13-13. 19(2H, m) 


25 


H 


CH 


FA:342, HI : 7. 04-7. 34<10H. m) , 7. 66 (1H, m) , 8. 41 (1H, m) , 8. 91 (1H, m) , 13. 21 On. 2H) 



31 




£x 


n* 


R e 


Sa 


DAT 


114 


H 


Me 




FA :355 


115 


H 


' PhCH 2 




FA: 429 


116 


Me 


Et 2 N 


HCi 


FA :426 



52 



01812318.X % H J # H49/513? 



IU2 

NH-R 1 * 




Ex 


R 16 


DAT 


Ex 


R 1 6 


DAT 


53 


Ac 


FA: 455 


71 


BuSOj 


FA: 611 


54 


PhCO 


FA: 579 


72 


Me,NSO ? 


FA: 585 


55 


2-F 3 C-PhC0 


FA: 715 


73 


PhCHjSO^ 


FA: 679 


OD 


O 0 'fc 


FA • Q73 


74 


PhS0 2 


FA: 651 


57 


2-Me-PhCO 


FA: 607 


75 


3-Me-PhSO, 


FA: 679 


58 


PhCHjCO 


FA: 607 


76 


2, 4-di-F-PhSO, 


FA: 723 


59 


2-PyC0 


FA: 581 


77 


4-MeO-PhSO, 


FA:- 711 


60 


MeOCH 2 C0 


FA: 515 


. 78 


3-0^-PhS0 L 


FA: 741 


61 


4-F-PhCO 


FA: 615 


91 


cHex-CH^ 


FA: 563 


62 


iPrCO 


FA: 511 


92 


PhCH ? 


FA: 551 


63 


3-CI-PhCO 


FA: 647 


93 


2-(EtO)PhCH 2 


FA: 639 


64 


3-MeO-PhC0 


FA: 639 


94 


3-BrPhCHj 


FA: 709 


65 


EtOGOCO 


FA: 571 


95 


3-MePhCHj 


FA: 579 


66 


4-CN-PhCO 


FA: 629 


96 


3-NOj,PhCH 2 


FA: 641 


67 


iPrS0 2 


FA: 583 


97 


A-CMeOCOiPhCHj 


FA: 667 


68 


4-F-PhS0 2 


FA: 687 


98 


2.4-diF-PhCH 7 


FA: 623 


69 


2-F 3 C-PhS0 ? 


FA: 787 


99 


3-PyCH, 


FA: 553 


70 


MeSOj 


FA: 527 


100 


4-IM-CHj 


FA: 530 



SI 33 



H eft B) 



EX 


R 1 


R i 


A 


B 


Sa 


OAT 


101 


H 


H 


2-Me-1,3-Thiaz-4-yl 


Ph 




FA: 362, H\: 2. 30 (3H, s), 
7.64 (1H, s), 13.04(2H, s) 


102 


H 


MeO 


Ph 


Ph 




FA: 371 


103 


H 


H 


4-Py 


Ph 




FA: 342 


104 


Me 


H 


Ph 


Ph 




FA" 355 


105 


H 


H 


3-Py 


Ph 




FA: 342, N1: 8. 24(tH, dd, ^ 
1.5, 4. 4), 8. 42 OH, d, <P 
1.5),13.1B(2H, s) 


106 


H 


H 


Ph 


3-[Mo-4-yl(CH,),0jPh 




FA: 470 


107 


H 


H 


Ph 


3-Me,NPh 




FA: 384 


108 


H 


H 


Ph 


3-[Me(PhCH,)NCH,]Ph 


HCI 


FA: 474 


109 


H 


H 


3, 5-diF-Ph 


Py-3-yl 


HCl 


FA:378,N1 :7.79-7. 81 (2K, 
ra),a. 74(1H, d, ^1.5), 
13.28 (2H, s) 


112 


H 


H 


5-H0-Py-3-yl 


3,5-diF-Ph 




FA: 394 


113 


H 


OH 


3-MePh 


3-MePh 




FA: 383 
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% m =fS S50/513R 



(Proc, Natl, Acad, Sci, USA,87,7 100-7 140(1 990)) . 

ttT&i±Mfett 125 I-D-Trp 6 -LHRH ^AW GnRH %.W^#)W%W, if 

nt^ummmRit^^ GnRH£#fcifc#jB. 

K GnRH ^#^ir[^ffl^^ 

(1) ^iiA GnRH gftffi] CHO(+B'&K,#*)aiJ&W*J# 

A GnRH &^&&(|g 9 Current Protocols in Molecular 

Bioligy: F.M.Ausubel ^H, Greene Publishing Associates and Wiley-Interscience, 
9.0.1-9.9.6(1987); S.S.Kaker ^, Biol. Biophys. Res. Commun, 189, 289-295(1992), 
R.Grosse ^,Mol. Endocrinol, 11, 1305-1318(1997)ln]#3aifo tft, CHO M 
H(±£#*: a MEM, 10%FCS, t^M-^%MM)> JnA-^AT A GnRH g 
#S@(/??!j^-t: l)M&ic#fO^Mi£l?!J FuGENE6(Boehringer Mannbeim & 
T5lM),fcM 24 /h^jiff^^-ff I'Jli^*iiA GnRH g#(/F?tf^: 2, S.S.Kaker 

Biol. Biophys, Res, Commun, 189,289-295(1992)60 CHO gfflflfi, PCR feBiX 

(2) -£A GnRH CHO ^)!Ii^'feKl$iJ ; & 

4^±^f^(l)^J^^^iiA GnRH CHO ^^(SXIO 8 ^)^^^^^^ 

4a&7K(PBS)js[Uife, IU100XG /W3 5H+o WK^ + iP^^fMOOnM 
NaHC0 3 , 5mM^EDTA(Z,-^02,M), pH7.5)100ml, ffi Polytron £j3»^o 
tUOOXG^k 15##, K±^ffi®ii^^t!^ 100,000XG^^l/>^, f# 
JW&ftttflCTo ^^^^/^^]C:#ffl^^(25mMTris-Hcl, ImMEDTA, 
lOug/ml gfiSS?P^J^J(PefablocSC(iR^^^I*!l)), lug/ml WMfflfflffl A, 20ug/ml 
0.03%#MftW. P H7.5)60ml, ^-80°C«#, 4*#M£/B&t 

(3) *f 125 I-D-Trp 6 -LHRH l££i#»J^roJ;g 
±ft(2)$l&fl<J-£A GnRH CHO ajf&Jg&SB® MJ^ffl^M 

(HBSS(Hanks¥$J&M)> 20mM HEPES. 0.1%BSA(^JftL?li fi S 6) , lOOug/ml 
pH7.4)##$20ug/ml, $H^Fi*W*, 148ul. DMSO 

M^mtti&M^tk^ 2ul » O.lnM m ,2 ^-D-Trp 6 -LHRH(50ul)(^lJil-St: 3), 

^«^^##tt^*«*inW 100umLHRH(2ul)(^3?!li6^: 4)tfj£$$tt 
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ft m V ^51/5151 



gftj Whatman 4 (GF/B)« ?S, ttfil&fltlfc. &t*ft±£fe©#lifcl*y£tt 

fflifKSJ^o ^jsffiT^: PMB = (SB~NSB)/ (TB-NSB)X 100(5$ + , TB ^ 

i*Mtt)»ai^^*stttt«'Hi^*iws^ffli*j*(%. pmb), m^nmm 
mtik^mtt) pmb, *tb pmb % 5o%m®mmk^%dfaM(ic 50 {M.)o 

miX, % 6 Mtt,£-$|No.l78a, £M#iJ 40, 43, 79, 83, 87, 132, 146, 147, 
169, 209, 224, 239, 241, 245, 251, 256, 258, 290, 293, 400, 402, 421, 
422 m 423 tflit^m 10- 10 M~10- 9 M^t^^3^^Wl^JvStto ^mBAM 
f-I?^*«-2-ISKftM-i. 3--K#!£M#£BJtt£MWM 

1if$#tttt#l^4fcajffilM£l^ft GnRH &Wi£itW\Mfe&. 

GnRH(£JW^Bf> LHRH(A)(/f^iJ^: 4)(30ng / * R)). 
ftS^F 6.7%DMSO> 6.7%PEG400, 6.7%ftfcffi 80 » f^nf GnRH iftf 3 

'h&t&n^ 30mg/kg, ^ GnRH^jg 1 /hBt^Jfil, J3##14fl^M&»J£ 
& (RI A 15$ M ± ) Mfe JfiL « + ft # S * jg . 

iS^^^ GnRH W^H,jfiL^^|lSmjS^ Tn, Wm^mm 

AliM + lttliK^S^ Tc, ^ttiift'&ttW^RjIiLnttW***** Ts, 

SlA = (Tc-Ts)/(Tc-Tn)X200it^#t^^^^^f|iJ^ft(%)(IA)(T^MTn^ 
iA^JlA=100%)c i£l£ft£J|*$*5fttt^No.63a, ^ 6 ft#,-£$J 
No.l67a, 169a, 173a, gWJftj 40, 212, 241, 244, 245, 251, 256, 260, 274, 
275, 288, 289, 290, 291, 293, 296, 297, 298, 301, 302, 303, 311 a£ 421 

mt^m^m^xf- 50%. 

TSrtH^^W^^MM^^ff ^WfflW(C.Huggins & C.V. Hodges, Cancer Res, 
1, 293-297(1941); L.Bokser Proc, Natl, Acad , Sci, USA87,7100-7104(1990)) o 
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£ij ^ 



mm 



<no> dj^rt*Jl^S#i± 

<120>F^ffi£$) 

<130> GnRH 

<140> 
<141> 

<150> JP2000-204425 
<151> 2000-07-05 

<150> JP2001-153372 
<151> 2001-05-23 

<160> 4 

<170> Patentln Ver. 2.1 

<210> 1 
<211> 987 
<212> DNA 

<213> IfA (Homo sapiens) 
<300> 

<303> ^^-^^^SW^ffiW 
<304> 189 
<306> 289-295 
<307> 1992 



<400> 1 

atggcaaaca gtgcctctcc tgaacagaat caaaatcact gttcagccat caacaacagc 60 
atcccactga tgcagggcaa cotccccact ctgaccttgt ctggaaagat ocgagtgacg 120 
gttactttct tcctttttct gctctctgcg acctttaatg cttctttctt gttgaaactt 180 
ca^aagtgga cacagaagaa agaga'aaggg aaaaagctct caagaatgaa gctgctctta 240 
aaacatctga ccttagccaa cctgttggag actctgattg tcatgccact ggatgggatg 300 
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B M * w,2/m 



tggaacatta cagtccaatg gtatgctgga 
aagcttttct ccatgtatgc cccagccttc 
ctggctatca cgaggcccct agctttgaaa 
ggcctggcct ggatcctcag tagtgtcttt 
attcatctag cagacagctc tggacagaca 
agtttttcac aatggtggca tcaagcattt 
atcatccctc ttttcatcat gctgatctgc 
gtccttcatc aggaccccca cgaactacaa 
gcacggctga agactctaaa aatgacggtt 
actccctact atgtcctagg aatttggtat 
tcagacccag taaatcactt cttctttctc 
cttatctatg gatatttttc tctgtga 



gagttactct gcaaagttct cagttatcta 360 
atgatggtgg tgatcagcct ggaccgctcc 420 
agcaacagca aagtcggaca gtccatggtt 480 
gcaggaccac agttatacat cttcaggatg 540 
aaagttttct ctcaatgtgt aacacactgc 600 
tataactttt tcaccttcag ctgcctcttc 660 
aatgcaaaaa tcatcttcac cctgacacgg 720 
ctgaatcagt ccaagaacaa tataccaaga 780 
gcatttgcca cttcatttac tgtctgctgg 840 
tggtttgatc ctgaaatgtt aaacaggttg 900 
tttgcctttt taaacccatg ctttgatcca 960 

987 



<210> 2 
<211> 328 
<212> PRT 

<213> If A (Homo sapiens) 



<400> 2 

Met Ala Asn Ser Ala Ser Pro Glu Gin Asn Gin Asn His Cys Ser Ala 
1 5 " 10 15 

lie Asn Asn Ser lie Pro Leu Met Gin Gly Asn Leu Pro Thr Leu Thr 
20 25 30 

Leu Ser Gly Lys lie Arg Val Thr Val Thr Phe Phe Leu Phe Leu Leu 
35 40 45 

Ser Ala Thr Phe Asn Ala Ser Phe Leu Leu Lys Leu Gin Lys Trp Thr 
50 55 60 

Gin Lys Lys Glu Lys Gly Lys Lys Leu Ser Arg Met Lys Leu Leu Leu 
65 70 75 80 

Lys His Leu Thr Leu Ala Asn Leu Leu Glu Thr Leu lie Val Met Pro. 

85 90 95 
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ft m * mvm 



Leu Asp Gly Met Trp Asn lie Thr Val Gin Trp Tyr Ala Gly Glu Leu 
100 105 110 

Leu Cys Lys Val Leu Ser Tyr Leu Lys Leu Phe Ser Met Tyr Ala Pro 
115 120 125 

Ala Phe Met Met Val Val lie Ser Leu Asp Arg Ser Leu Ala Me Thr 
130 135 140 

Arg Pro Leu Ala Leu Lys Ser Asn Ser Lys Val Gly Gin Ser Met Val 
145 150 155 160 

Gly Leu Ala Trp lie Leu Ser Ser Val Phe Ala Gly Pro Gin Leu Tyr 
165 170 175 



lie Phe Arg Met lie His Leu Ala Asp Ser Ser Gly Gin Thr Lys Val 
180 185 190 

Phe Ser Gin Cys Val Thr His Cys Ser Phe Ser Gin Trp Trp His Gin 
195 200 205 

Ala Phe Tyr Asn Phe Phe Thr Phe Ser Cys Leu Phe Me Me Pro Leu 
210 215 220 

Phe Me Met Leu Me Cys Asn Ala Lys Me lie Phe Thr Leu Thr Arg 

235 240 



225 



Val Leu 



Asn Me 



230 



His Gin Asp Pro His Glu Leu Gin Leu Asn Gin Ser Lys Asn 



245 



250 



255 



Pro Arg Ala Arg Leu Lys Thr Leu Lys Met Thr Val Ala Phe 



260 



265 



270 



Ala Thr Ser Phe Thr Val Cys Trp Thr Pro Tyr Tyr Val Leu Gly Me 

280 285 



275 



Trp Tyr Trp Phe Asp Pro Glu Met Leu Asn Arg Leu Ser Asp Pro Val 

295 300 



290 
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# n m. m^/m 



Asn His Phe Phe Phe Leu Phe Ala Phe Leu Asn Pro Cys Phe Asp Pro 
305 310 315 320 

Leu lie Tyr Gly Tyr Phe Ser Leu 
325 

<210> 3 
<211> 10 
<212> PRT 
<213> AX^iJ 

<220> 

<223> AXP?mfti&®: Tyr W 1251 #£AD§!!TrpS& 



<400> 3 

Glu His Trp Ser Tyr Trp Leu Arg Pro Gly 
1 5 10 



<210> 4 
<211> 10 
<212> PRT 

<213> HiA (Homo sapiens) 
<400> 4 

Glu His Trp Ser Tyr Gly Leu Arg Pro Gly 
1 5 10 
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